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Form Approved: OMB No. 08100513
Expiration Date: 07/3 106
Sae OMB Stalement on Page 3,
NDA NUMBER
21-660
NAME OF APPLICANT / NDA HOLDER
American BioScience, Inc.

Department of Health and Human Services
Food and Drug Administration

PATENT INFORMATION SUBMITTED WITH THE
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT

For Each Patent That Claims a Drug Substance
(Active Ingredient}, Drug Product {Formulation and
Composition} and/or Method of Use

The following Is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)
AbraxaneTM (nab Paclitaxel) for Injectable Suspension

ACTIVE INGREDIENT(S) STRENGTH(S)
Paclitaxel 160 mg/vial
DOSAGE FORM

Sterile powder for injectable suspension

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thircty (30) days afier approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR M4.53(cH2)(fi) with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FOA for listing a patent in the Orange Book.

For hand-written or typewriter versions {only} of this report: If additional space is required for any namative answer {i.e., one
that does not require a "Yes" or "No” response), please attach an additional page referencing the question number.

FDA will not list patent Information If you file an incomplete patent declaration or the patent declaration indicates the
patent is not eflgible for listing.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit ail the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplemant,
complete above section and sections 5 and 6.

1. GENERAL Y PP
a. United States Palent Nurnber b. $asue Date of Patant c. Expiration Date of Patent
6,537,579 372512003 2/2212013
d Name of Patenl Owner Address {of Paten! Owner}
American BioScience, Inc. 2730 Wilshire Boulevard, Suite 110
City/State
Santa Monica, CA
Z1P Code FAX Numbet (if available)
90403 310998 8553
Telaphone Number E-Malil Address (if available}

310 883 1300

e. Name of agent or representative who rasides or maintains
a place of business within the United States authorized to
receive notice of patent certification undar section
505(b}3) and ()(2){B) of the Federal Food, Drug, and

Address (of agent or representative named in 1.8.)

Cosmetic Act and 21 CFR 314.52 and 314.95 (f patent City/State
owner or NDA applicant/holder doas net reside or have a
place of busingss within the United Stales)
ZIP Code FAX Number {if available)

< ON/A

Telephone Number E-Mail Addrass (f available)

{. Is the patent referenced above a paten! that has been submitted previously tor the

approved NDA or supplement referenced above? D Yas @ No
g 1if the patent referenced above has been submilted praviously for listing, is the expiration
date a new expiration date? D Yes EI No

FORM FDA 3542a (7/03) Page 1
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American BioScience, Inc. N21660

For the patent referenced above, provide the foifowing information on the drug substance, drug product and/or method of
use that is tha subject of the pendfng NDA, amendmen(, or supplemenl‘_

2 mug sﬂhammﬂﬂcﬂvo lng' T T o
24 Does the patent danm the drug subsiance that is The active mgrsdleni e drug product - *

described in the pending NDA, amendment, or supplement? 1 es Rno
2.2 Does the patent claim a drug substance that is a differant polymorph of the active

ingredient described in the pending NDA, amendment, or supplernent? D Yes E No

2.3 Ifthe answer to question 2.2 is "Yas," do you cectify that, as of the dale of {his declaration, you have test data
demonstrating that a drug product containing the polymorph will perform the same a3 the drug product
described in the NDA7 The type of test data required is described at 21 CFR 314.53(b). [ es One

2.4 Specily the polymorphic form(s) claimed by the patant for which you have the test results described in 2.3,

2.5 Duoes the patant claim only a metabolite of the active ingredient pending in the NDA, or supplemant?
{Complate the infornation in section 4 balow if the patent claims a pending method of using the pending

drug product to administer the matabelite.} [:] Yes & No
2.6 Deces he patent claim only an intermediate?
D Yes E No
2.7 Ifthe patent refarenced in 2.1 is a product-by-process patent, is the product claimed in the

patent navel? (An answer is required only if the patent is a product-by-process patent.) D Yes One

3. Diug Product{Coinpasition/Formuiation)

3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplerment? D Yes E Na

3.2 Doas the patent claim only an intermediate?

3.3 Hthe patent referenced in 3.1 is a product-by-process palent, is the product claimed i the
patent novel? {An answer is required cnly if the patent is a product-by-process patent ) [:] Yas |:| No

4. Method of Use

Sponsers must submit the m!ormm‘on In section 4 separately for each patent clalm ctaimlng & method of uslng the pendlng dmg
product for which approval is belng sought For each method of use claim referencad, provide the following information:

4.1 Does the patent claim one or more methsds of use for which approval is being sought In

the pending NDA, amendment, or supplement? E Yas D No
4.2 Patent Claim Number (as lisfad in the patent) Doas the patenl claim refarenced in 4.2 claim a pending method
[-6, 10-15, 22-27, 30-42, 49-51 of use for which approval is being sought in the pending NDA,
amendment, of supplement? B3 ves COne
FORM FDA 3542a (7/03) Page 2
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American BioScience, Inc. N21660

4.2a Hiha answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved labeling.)
"Yos," identify wilh speci- | Claims 10-15 - Abraxane (nab paclitaxel} for injectabla suspension is a nanoparticle afbumin-bound (nab) fom of
ficity the use with refer- | paclitaxel. See Description. Each single-use vial contains 100 myg of paclitaxe! and approximately 900 mg of human

ence to the proposed atbumin. See Description. This formulation is fres from solvents. See Description. Abraxane (nab pacliaxsl) for
tabeling for the drug injactable suspansion Is Indicated for the treatment of masl cancer. See Indication. Abraxane does not
producl. contain Cremophor-EL, therefore hypersensitivity reactions to Abraxane are rare. See Adverse Reactions:

Hypersensitivity Reacﬁms {HSRs). For metasiaticc breast cancer, Abraxane (rab paclitaxsl for injectable suspengion}
at a dose of 260 mg/m? administered intravenousty over 30 minutes every 3 weeks has been shown to be effactive.
Ses Dosage and Administration.

Claims 22-27, 32-34, 3942, and 49-51 - Abraxane {nab paclitaxel) for injsctable suspension is a nanoparticie atbumin-
bound (nab) form of paciitaxel. See Description. Abraxane is supplied as a whita to yellow, sterile, lyophliized powder
intended for reconstitution with 0.9% Sodium Chioride injection, USP prior lo intravenaus infusion. See Description.
Each single-use vial contains 100 mg of paciitaxel and approximately 900 mg of human atbumin. Ses Deseription.
Abraxana (nab paciitaxel} for injectable suspension s indicated for the treaiment of SR breasi cancer. See
Indication. For metaata‘uc breast cancer, Abraxana (nab paclitaxel for injectable suspension) at a dose of 260 mgfm
admini d [nt ly over 30 minules every 3 weeks has been shown {o be effective. See Dasage and
Administration. Abi is pplied as a sterile lyophliized powder for naconstitution before use. See Dosage and
Administration: Preparation for Infraverous Administration. Reconstitute each vial by injecting 20 mL of 0.9% Sodium
Chiloride Injection, USP. See Dosage and Administration: Preparation for intravenous Administration. Each mL of the
reconstituted nanaparticle formulaticn will contain $ mg/mL pacitaxel. See Dosage and Administration: Preperation for
Intravenous Adminisiration.

Claim 30 - Abraxane (nab paclitaxal) for injectable suspansion is a nanopacticle albumin-bound (nab) form of pacitaxel.
See Description. Each single-use vial contains 100 mg of pacitaxel and approximatety 900 mg of hurnan albumin.

See Description. This formutation is free from solvents. See Description. Abraxane (nab paclitaxal} for injectabls
suspension is indicated for the treatment of suiisiilFrreast cancer. Sea Indication. Neulropenia, the most importan!
hematologic toxicity, was dose dependent and was generally rapidly reversible. See Adverse Reactions: Hematologic.
Grade 4 (<500 cells/mm®) neutropenia occurred in 12% of patients treated with Abraxane. Sea Adverse Reactions:
Hematologic. Among palients {reated In the Phase 3 metastatic breast cancer study, neutrophil counts declined balow
500 celistmm?® (Grade 4) in 8% of the palienis freated with & dose of 260 mgfm’ companed to 22% in patients receiving
Cremaphor-based paclitaxel injection at a dose of 175 mgim®. See Adverse Reactions: Hemeatologic. Among patients
Abraxane does not contain Cremophor.EL, tharefare hypersensitivity reactions to Abraxane are rare. See Adverse
Reacfions: Hypersensilbivity Reacz:ons (HSRs). For metastatic breast cancer, Abraxane (nab paclitaxal for injectabla
suspension) at a dose of 260 mg/m’ administered intravenously over 30 minutes every 3 wesks has been shown to be
affective. See Dosage and Administration. Abraxane is suppled as a sterila iyophilized powder for reconstitution
before use. See Dosage and Administration: Preparation for Intravenous Administrafion. Reconstitula each vial by
injecting 20 ml of 0.9% Sodiurm Chioride Injection, USP. Ses Dasage and Administration: Preparaticn for Intravenous
Administration.

Claim 31 - Abraxane {nab paclitaxel} for injectable suspension)is a nanopalticle albumin-bound {nab} form of
paciitaxel. See Description. Each single-use vial contains 100 mg of paclitaxel and approximatety 900 mg of human
albumin. Sse Description. Abraxana (nalk paclitaxel) for injeclable suspension is indicaled for the treatment of
mbreasl cancer. See indication, in general, the frequency and severity of neurologic manifestations were

lependent in patients receiving single-agent Abraxane. See Adverse Reactions: Neurologic. Peripheral
neuropathy was observed in §4% of all palients {10% severe). See Adverse Reactions: Neurologic. Peripheral
neusopathy was the cause of Abraxane discontinuation in 137366 (4%} of all palients. Ses Adverse Reactions:
Neurpfogic. Sensory symptoms have usually improved or resofved within 22 days of internupting Abraxana therapy.
See Adverse Reacfions: Neurologic. Pre-existing nauropathies resulting from prior therapies are not a contraindication
for Abraxane therapy. See Advarse Reaclions: Neurologic. No incldences of grade 4 peripharal neuropathias ware
reported in tha clinical trial. See Adverse Reaclions: Neurologic. Other Ihan peripheral neurcpathy, serious neurologic
evenis following Abraxane adminislration have been rare (<1%) and have Included ischemic stroke, metabolic
ancephalopathy, confusion, dizzl fightheadednazs, and mood afteraticn/depression. Sea Advsrse Reactions:
Nourclogic. For metastatic breast cancer Abraxane {nab paclitaxel for injectable suspension) at a dose of 260 mg/m?
administered intravenousiy over 30 minutes every 3 weoks has boen shown {0 be effective. See Dosage and
Adminisirafion. Abraxane is supplied as a sterile lyophilized powder for raconstitution befora use. See Dosags and
Administralion: Preparation for intravenous Administration. Reconstitute each vial by Injecting 20 mL of 0.8% Sodium
Chiloride Injection, USP. Sae Dosage and Administration: Preparation for intravenous Administralior.

FORM FDA 3542a (7/93) Page 3
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American BioScience, Inc.

4.2a Ifthe answar to 4.2 s Use: (Submit indication or mathod of use informalion as identifiad spacifically in ths approved labelig.)
"Yes.” identify with speck | Claims 36 and 28 - Abrane (nab paclitaxel) for injectable suspension i @ nancparlicle albumin-bound {nab} form of
ficity the use with refer- paclitaxel, Sea Dascription. Abraxana Is suppiied a3 a white (o yellow, starle, lyophifized powder intended for

0"08.10 the proposed reconstilution with 0.9% Sodiut Chioride Injection, USP prior to intravenous infusion. Sae Descriplion. Each single-
tabeling for the drug use vial contains 100 mg of paclitaxe! and approximately 900 mg of human albumin, See Description.
product. Two studies were conducted in 106 patients previously traated with a maximum of one prior chemotherapautic

regimen. See Clnical Studies: Breasf Carvinome: Phase 2 open label studies. Abraxane was administenad in these
two trials as a 30 minute infusion a1 doses of 175 mgfm? or 300 mg/m® without steroid premedication or planned G-
CSF support. See Clinical Studies: Broast Carcinoma: Phase 2 open label studiss. Abraxane (nab paclitaxel for
injectable suspension) is indicated for the treatment of veslwelsi®: breast cancer. Ses Indication. For metastatic breast
cancer, Abraxane (nab-paciitaxel for injectable suspension) at a dose of 260 mgim? administered intravenousty over 30
minutes every 3 weeks has been shown to be efiective. See Dosage and Adminisiration. Abraxane is suppliad as a
sterile lyophilizad powder for teconstitution bafora use. Sae Dosage and Administration: Proparation for Intravenous
Administration. Reconstitule sach vial by infecting 20 mL of ¢.9% Sodium Chloride Injection, USP. See Dosage and
Administration: Preparation for intravenous Administration. No premedication is requiced priar to the administration of
Abraxane. See Dosege and Administraton: Preparation and Adminisiration Precautions.

5. No Relovant Patents

For this pending NDA, amendment, or supplement, there are no relevan! patents that ctaim {he dirug substance {active ingredient),
drug product (fermulation or compasition) or method(s) of use, far which the applicant is seeking approval and with respect to
which a claim of patent infringement could reasonably be asserted if a person not licensed by the cwner of the patent engaged in D Yes

the manufacture, use, or sak of the drug product.

6. Dactarition Certification ‘ ‘

8.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement panding under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53, | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. | verify undaer penality of perjury that the foregoing
is true and correct.

Waming: A willfully and knowingly false statement is a criminal offansa under 18 U.5.C. 1001,

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attomey, Agen!, Representative or Date Signed

other Authonzed Official} (P information below)
/3 # 2o0p

Patrick Soon-Shiong, ML}/ Bioscience, Inc.
NOTE: Only an NDA applicantholder tay submit this declaration directly to the FDA. A patent owner who Is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c}(4) and {d)(4).

Check applicable box and provide Information below.

E NDA, ApplicantfHolder D NDA Applicant's/Holder's Attorney, Agenl (Representalive) or other
Authorized Official
[ Patent Owner D Patent Owner's Attomey, Agent (Representative} or Other Authorized
Official
Name

American BioScience, Inc.

N21660

Address City/State
2730 Wilshire Boulevard, Suite 110 Santa Monica, CA
ZIP Code Telephone Number
90403 3i0 883 1300
FAX Number (i avaifable) E-Mail Addrass (if available)
310998 8553
FORM FDA 3542a (7/03) Page 4
PSC Maka A (304) 43-10%0  EF
£
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American BioScience, Inc. N21660

The public reporting burden for this collection of information has been cstimated to average 9 hours per response, including the time for ceviewing
instructions, searching existing data sources, gathering and maintsining the datn needed, and compicting and reviewing the collection of information. Send
comments reganding this burden estimate or any other aspect of this callection of information, including supgestions for reducing this burden to:

Food and Drug Admimistration
CDER (HFD-007)

5600 Fishers Lane

Rockyille, MD 20857

An agency may nol conduct or sponsor, and a person Is sol required io respond o, a collection of
information uniess it displays a currently valtid OMB control mumber.

FORM FDA 3542a (7/03) Page §
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American BioScience, Inc.

N21660

INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
GOF AN NDA, AMENDMENT OR SUPPLEMENT

General Information

s To submit patent information to the agency the appropriate
patent declaration form must be used. Two forms are available
for patent submissions. The approval status of your New Drug
Application wil] determine which form you should use.

eFormm 35423 shouM be used when submitting  patent
information with original NDA submissions, NDA amendments
and NDA supplements prior to approval,

s Form 13542 should be used after NDA or supplemental
spproval. This form is to be submitied within 30 days after
approval of an application. This form should also be used to
submit patent information relating to an approved supplemect
under 21 CFR 314.53(d) to change the formuiation, add a new
indication or other condition of use, change the strength, or to
make any other patented change regarding the dmg, drug
product, or any method of use.

sForm 3542 is also to be used for patents issued after drug
approval, Patents issued after drug approval are required to be
subrnitted within 30 days of patent issuance for the patent to be
considered "timely filed.”

» Only information from form 3542 will be used for Orange
Book Publication purposes.

» Forms should be submitted as described in 21 CFR 314.53. An
additional copy of form 3541 to the Orange Book Staff will
expedite patent publication in the Orange Book. The Orange
Book Staff address (as of July 2003} is: Orange Book Staff,
Office of Generic Drugs OGD/HFD-610, 7500 Standish Place,
Rockville, M 20855,

o The receipt date is the date that the patent information is date
stamped in the central document room. Patents are considered
listed on the date received.

« Additional copies of these forms may be downloaded from the

Internet at: http: Yforms. psc. gov/forms/fdatitm/fdahtm. himl.
First Section

Complete all items in this section.
1. General Section

Complete all items in this section with reference to the patent
itself.

1¢) Include patent expiration date, including any Haich-Waxman
patent extension already granted. Do not includc any
applicable pediatric exclusivity. The agency will include
pediatric exclusivities whers applicable upon publication.

1d) Include Full address of patent owner. IF patent awner resides
outside the U.S. indicate the country in the zip code block.

1¢)  Answer this question if applicable. If patent owner and NDA
applicantholder reside in the Unitcd States, Jeave space
blank.

2. Drug Substance (Active Ingredient)

Complete all items in this section if the patent claims the drug
substance that is the subject of the pending NDA, amendment, or
supplement,

2.4) Name the polymorphic form of the drug identified by the
patent.

2.5) A patent for a metabolite of the approved active ingredient
may not be submitted. [f the patent claims an approved
method of using the approved drug product to administer
the metabolite, the patent may be submiited as a method of
use patent depending on the responses to section 4 of this

form.

2.7y Answer this question only if the patent is a product-by-

process patent.
3. Drug Product (Composition/Fermulation)

Complete all items in this section if the patent claims the drug
product that is the subject of the pending NDA, zmendment, or
supplement,

3.3}  An answer to this question ts required only if the referenced
patent is a product-by-process patent.

4. Method of Use

Complete all items in this section if the patent claims a method of
use of the drug product that is the subject of the pending NDA,
amendment, or supplement.

4.2} Identify by number each claim in the patent that claims the
usc(s) of the drug for which approval is being sought.
Indicate whether or not each individual claim is a claim for
a method(s) of use of the drug for which approval is being

sought.

4.2a) Specify the pant of the proposed drug labeling that is

¢laimed by the patent.
5. No Relevant Patents
Compiele this section only if applicabte.
6. Declaration Certification
Complete all items in this section.

6.2) Autherized signature. Check one of the four boxes that best
describes the authorized signature.

FORM FDA 3542a (7/03)

Page 6
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American BioScience, Inc.

Form Approved: OMB No. 09100513
Explration Date: 0773106
Sas OMB Stafemont on Page 3.

Department of Health and Human Services
Food and Drug Administration

PATENT INFORMATION SUBMITTED WITH THE
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT

NDA NUMBER
21-660

NAME OF APPLICANT / NDA HOLDER
American BioScience, Inc.

For Each Patent That Claims a Drug Substance
(Active Ingredient), Drug Product (Formulation and
Composition} and/or Method of Use

Tha following s pravided In accordance with Section 505(b) and (c) of the Federal Foad, Drug, and Cosmaetic Act.

TRADE MAME {OR PROPOSED TRADE NAME)
Abraxane™ (nab Paclitaxel) for Injectable Suspension

ACTIVE INGREDIENT(S} STRENGTH(S)
Paclitaxel 100 mg/vial
DOSAGE FORM

Sterile powder for injectable suspension

This patent declaration form is requited to be submitled fo the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 24 CFR 314.53 at the acdress provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty {30) days of issuance of a new patent, a new patent
declaration must be submitled pursvant to 21 CFR 314.53(c)(2)(i) with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approva! will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only} of this report: If additional space is required for any namative answer (i.e., one
that does not reguire a "Yes” or *No” response), please attach an additional page referencing the question number.

FDA will not list patent information if you fife an incomplate patent declaration or the patent decfaration indicates the
patent is not eligibie for listing.

For each patent submitted for the pending NDA, amendmant, or supplemant referanced abaove, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete abave section and sections § and 6.

1. GENERAL - R T
a. Unitad States Patent Number b. issue Date of Patent c. Expir-alioﬂ Date of Patent
6,506,405 1/14/2003 212272013
d. Name of Patent Owner Address {of Patent Owner)
American BioScience, Inc. 2730 Wilshire Boulevard, Suite 110
City/State
Santa Monica, CA
ZIP Code FAX Number {if available)
90403 310 998 8553
Tetephone Number E-Mail Address (if availabla)
310 883 1300
e. Name of agent or repissentative who fesides or mainiains  Address {of agent or representalive named in 1.6.}
a place of business within the United Stales authorized io
receive notice of patent certification under section
505()(3) and {j)(ZKB} of the Federal Food, Drug, and §
Cosmetic Act and 21 GFR 314.52 and 314.95 (if patent City/Stata
owner or NDA applicant/holder does not reside of have a
place of business within the United States)
ZIP Code FAX Number (if availabla)

< N/A

Telephone Mumber

E-Mail Address (if availabis)

i."Is the patent referenced above a patent that has been submitied previously for the

approved NDA or supplement referenced above? B Yes E No
g. Ifthe patent referenced above has been submitled previously for listing, is the expiration
dale a new expiration daie? D Yes D No

FORM FDA 3542a {7/03)

PSC Madig Anis (J01p443-10%  EF
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American BioScience, Inc. N21660

For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that Is tha subject of the pendmg NDA, amendment, or supp.l’emenf_

Does the patenl daam the drug subatanca lhail @ the aclive lngredlen'l in the drug produel

described in the pending NDA, amendmant, or supplement? [ ves B no
Doas the patend clzim & drug suhstance that is a different polyrmotph of the acdlive

ingredient described in the panding NDA, amendment, or supplement? [:l Yes E No

if the answer 1o question 2.2 Is "Yes," do you certify that, as of tha date of this declaration, you have test data
demonstrating that a drug product containing the polymorph will perform the same as 1he drug product
described in the NDA? Tha typs of fest data required is described a1 21 CFR 314.53(b). L ves One

Specify the polymarphic form(s) claimed by the patent tor which you have the test results described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
(Comptate the information in saction 4 below if the patant claims a pending methed of using the pending

drug product to administer the matabolite.) [ ves R wno
2.6 Doas tha patent claimn only an intermediata?
] ves K No
2.7 Ifthe patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent) D Yes [Ino
3, Drug Product (ComposnlordFonnulaﬁcn) ) e
3.1 Doesthe paiem claim the drug product, as defined in 21 CFR 314.3,in the pendmg NODA,
amendment, ot supplement? B Yes Mo
3.2 Does the patent claim only an intermediata?
I:} Yes E No
3.3 Ifthe patent referencad in 3.1 is a product-by-process patent, is the produtt claimed in the
patent novei? {An answer is required only if the patenl is a product-by-process patent.) D Yes [3 Mo

DA
.

4. Method of Use ) i
Sponsors must submit the information In section 4 separately for each patent cialm cl‘a!mfng a matfmd of uslng the pending drug
product for which spproval is baing sought. For each method of use claim referenced, provide the folfowing information:
4.1 Does Ihe palent claim one or more methods of use for which approval is baing sought in
the pending NDA, amendment, or supplement? E Yes D Na
4.2 Patent Claim Number (as listed in the palent} Does the patent claim referenced in 4.2 claim a pending method
13-22, 24-14, 36-40, 44, 46, 48, 52, 54, 56, of use for which approval is being sought in the pending NDA,
58, 60 amendment, of supplemeni? E Yas Mno

FORM FDA 3542a (7/03) Page 2
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American BioScience, Inc. N21660

4.2a if the answer to42is Usa: {Submil indication or method of use information as identified specifically in the approved labsling.}
"fas," enliy with speci- | Claims 13-22, 24-268, 33-34, 36, 37-40, 44, 46, 48, 54, and 56 - Abraxane (nab paclitaxel} for injectable suspension is 2
ficity the use with refer- nanoparticle albumin-bound (nab) orm of paciitaxel. See Description. Each single-use viaf contains 100 mg of

anca to the propased paclitaxe! and appraximately 900 mg of human afbumin. See Dascription. This formulation is free from solvents. Seo

labefing for the drug Description. Abraxane {nab paciitaxal} for injsctable suspansion is Indicated for the freatment of suussiilfEbreast

product, cancer. See indication. Abraxane does not contain Cremophor-EL, therefore hypersensitivity reactions to Abraxane
were rare. See Adverse Reactions: Hyparsensitivily Resctions {HSRs). Fer metastatic breast , Ab {nab-

paclitaxel for injectable suspension) at a dose of 260 mgfm‘ administered Intravenously over 30 minutes every 2 weeks
has been shown lo be effective, Ses Dosage and Administretion. Mo premedication ls required pricr {o the
administration of Abraxane. See Dosage and Administration: Preperation and Adminisiration Precautions.

Claims 27-25 - Abraxane (nab paclitaxel) for injectable suspension is a nancparticla albumin-bound {nab) form of
paclitaxel. Ses Descriplion. Each single-use vial contains 100 mg of paclitaxel and approximately 800 mg of human
albumin. See Description. This formulation is free from solvents. See Description. Abraxane (nab paclitaxel for
injectable suspension) is indicated for the treatmeni of Sgliifiagis breast cancer. See Indication. Abraxane does not
contain Cremophor-EL, therefore hypersensitivity reactions to Abraxane were rare. See Adverse Reactions:
Hypersensitivity Reactions (HSRs). Neutropenia, the mest importani hematologic taxicity, was dose dependent and
was generally rapidly reversibia. Ses Adverse Reactions: Hematologic. Grade 4 (<500 calls/mm®) neutropenia
occumed in 12% of patients treated with Abraxane. Ses Adverse Reaclions: Hematologic. Among patients treated in
the Phase 3 metastatic breast cancer study, neutrophil counts declined below 500 calisimm® (Grade 4} in 9% of the
patients iraated with a dose of 260 mglm' compared to 22% in patients receiving Cremophor-basad paclitaxel injection
al a dose of 175 mg/m”. See Adverse Reactions: Hematologic. For metastatic breast cancer, Abrexane (nab
paciitaxal for injectable suspension) at a dose of 260 mg/m* administered intravenously over 30 minutes every 3 weeks
has been shown to be effactive. Sea Dosage and Administration.

Claims 30-32 - Abraxane (nab paclilaxel} for injectable suspension is a nanoparticle albumin-bound (nabj form of
paclitaxel. See Description. Each singla-use vial contains 100 mg of paclitaxel and approximately 800 mg of human
albumin. See Dascription. This formulation is free from solvents. See Descriplion. Abraxane (nalb pactitaxel} for
injectable suspension s indicated for the treatment of Bhlagili¥tireast cancer. See Indication. In general, the
frequency and sevarily of neurologic manifestations were dose.dependent in palients mceiving single-agent Abraxane.
See Adverse Reactions: Neurologik. Peripheral neuropaihy was chserved in 64% of aii patients {10% severe). See
Adverse Reactions: Neurclogic. Peripherat neuropathy was the cause of Abraxane discontinuation in 13/366 (4%) of
ali patiants. Sos¢ Adverse Reactions: Neumlogic. Sensory symptoms have usually improved or resohved within 22
days of interrupting Abraxane therapy. See Adverse Resctions: Neurologic. Pre-exisling neuropathies resulting from
prior therapies ara not a conlraindication for Abraxane therapy. See Adverse Reactions: Neurologic. No incidences of
grade 4 paripharal neuropathies were reperted in the clinicat irial. Ses Adverse Reactions: Neurologic. Other than
peripheral neuropathy, serious neurologic events following Abraxane administration have been rare (<1%) and have
included ischemic stroke, metabolic encephalopathy, confusion, dizzinesafightheadedness, and maod
alterstion/depression. See Advarse Reactions: Neurologic. Abraxane does not contain Cremophor-EL, therefore
hyparsensitivity reactions to Abraxane were rare. See Adverse Reactions: Hyporsensitivity Reactions (HSRs). For
metastatic breast cancer, Abraxane (nab paclitaxal) for injectable suspension at a dose of 260 mg/m® administered
intravenausly over 30 minutes every 3 weeks has been shown lo be effective. See Dosage and Administration.

Claim 52 - Abraxane (nab paciitaxel) for injectable suspension is a nanoparticle albumin-bound (rab) form of paclitaxel.
See Description. Each single-use vial confaina 100 mg of paciitaxel and approximately 900 mg of human albumin.

See Description. This formulation is free from solvents. See Description. Abraxane (nab paclitaxal) for injectable
suspension is indicated for the freatment of reast cancer. See (ndication. Abraxane does nol contain
Gremaphor-EL, therefore hypersensitivity reaclions to Abrexane were rare. Ses Adverse Reactions: Hypersensilivily
Reacfions [I1SRs). For metastalic breast cancar, Abraxane (nab paciitaxel for injectable suspension) at a dose of 260
mylm’ administered intravenousty over 30 minutes every 3 weeks has been shown to be eflactive. See Dosage and
Administration. No premedication is sequined prior to the administration of Abraxane. See Dosage and Administration:
Proparation and Administration Procautions. Neither freezing nar refrigeration adversely aflects the stability of the
product. Sese Dosage and Adminisfration: Stability.

Ciaim 58 - Abraxane {nab paclitaxeifor injectabla suspension is a nanoparticte abumin-bound {nab) form of paclitaxel.
Sae Description. Each single-usa vial contains 100 mg of paclitaxel and approximately 900 mg of human albumin.
Swve Dascription. This formulation is free from solvents. Sae Description. Abraxane (nab paclitaxel) for injectable
suspension is indicated for the treatment ol*reast cancer. Soe indication. Abraxane does not contain
Cremophor-EL, therefare hypersensitivity reactions to Abraxzne were rare. Seé Adverse Raactions: Hypersensitivity
Roaactions (HSRs). For metastatic breast cancer, Abraxane {nab-paclilaxal for injoctable suspension) at a dose of 260
mg/m?® administersd intravenously over 30 minutes every 3 weeks has been shown io be effective. Sae Dosage and
Adrministrstion. No premedication is required prior to the administration of Abraxane. See Dosage and Administration:
Preparation and Administration Precautions. Inject the appropriate amourt of reconstifuted Abraxane into an empty,
sterile, polyviny! chloride (PVC) type IV bag. See Dosage and Administration: Praparation for Iniravencus
Administration. The use of specialized DEHP-free solution containers or administration sets is not necessary to
prepare or administer Abraxans infusions. See Dosage arx! Administration: Preparation for Intravenous
Administration.

FORM FDA 3542a (7/03) Page 3
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4.2a lf the answerto 4.2 1 Use: {Submit indication or malthod of use information as klentified specifically in tha approved labaling.)
"Yes," Wentify with speck- | Claim 60 - Abraxane (nab paciitaxel) for injectable suspension is a nenoparticle albumin-bound (nab) farm of paciitaxsl.
ficity the use with refer- See Dascription. Each single-use vial contalns 100 mg of paclitaxel and approximatsly 900 mg of human albumin.

ence to {he proposed See Description. This formulation Is free from solvents. See Description. Abraxane (nab paciitaxel) for injectable
labeling for the drug suspenaion is indicated for the treatment of meigglibreast cancer. See Indication. Abraxane does not contain
product. Cramophor-EL, thersfore hypersensitivity reactions to Abraxane were rare. See Adverss Reactions: Hypersensitivity

Reactions (H5Rs). For melastatic breast cancer, Abraxane (nab paclitaxe! for injectable suspension) at a dose of 260
mgfrn’ sdministered Intravenously over 30 minules every 3 weeks has bean shown to be effective. See Dosage and
Adminisiratian, No pramedication is required prior to the administration of Abraxane. Ses Dasage and Administration:
Proparation and Administralion Pracautions.

SR aspon Beolel
v ST . ie b

S.qul:qibvantfﬁiéﬁf; R : o R '_"” a ‘ %

For this pending NDA, amendment, or supplemen, thare are no relevant patents that claim the drug substance {(active ingredient),
drug product {formulation or compesition) or method(s) of use, for which the applicant Is seeking approval and with respect to
which a claim of patent infringement could reasonably be asserted H a person not licensed by the owner of the patent engaged in D Yes

{he manufacture, use, or sale of the drug product.

6. Declarition Certification

6.1 The undersigned deciaras that this Is an accurate and complete submission of patent information for the NDA,
amendment, or supplement panding under section 505 of the Fedaral Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am famiilar with 21 CFR 314.53 and
this submission complies with the raquirements of the requlation. I verify under penaity of perjury that tha foregoing
Is true and correct.

Warning: A willfully and knawingly false statement Is a criminal offense under 18 U.S5.C, 1001,

8.2 Authorized Signature of NDA Applicant/Molder or Patent Owner (Alformey, Agent, Rapresentative or Dato Signied
cther Authormzed Official) (Provide information below}

Patrick Suon—ShionWican Bioscience, Inc. /j ;

NOTE: Only an Nl{\ ap;)lfcant!hol er may submit this declaration directly to the FOA. A patent owner who Is not the NDA applicant/
holder Is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c){4) and (d}{4).

Chack applicable box and provide information below.

Bd nDa ApplicantHolkder [:| NDA Applicant'sHolder's Attomey, Agent (Represeniative) or other
Authorized COfficial
D Palen! Owner ]:] Patent Owner's Altorney, Agent (Representalive) or Cther Authorized
Official
Name
American BioScience, Inc.
Address City/State
2730 Wilshire Boulevard, Suite 110 Santa Monica, CA
ZIP Cade Talephone Number
90403 310 883 1300
EAX Number (i avaitablg] E-Mail Address (if avaifabia)
310998 8553

FORM FDA 3542a (7/03) Page 4
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The public :cpomng burden for this collection of information has been estimated to sverage 9 hows per response, including the time for reviewing
instructions, data , gathering and maintaining the data needed and completing and reviewing the collection of information. Send
comments regarding this burden estimate ormyoﬂter aspect of this collection of in including suggestions for reducing this bunden to;

Food and Drug Administration

CDER (HED-06T)

5600 Fishers Lane

Rockyille, MD 20857

An age.ncymaynm canduct ar sponsor, and a person is not required (o respond 10, a collection of
infe lon unless it displays a currendly valid OMB control number.
FORM FDA 3542a {7103) Page 5
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUFPPLEMENT

General Information

*To submit patent information to the agency the appropriate
patent declaration form must be used. Two forms are available
for patent submissions. The approval statis of your New Drug
Application will determine which form you should use.

eForm 3542a should be used when submitiing patent
information with original NDA submissions, NDA amendments
and NDA supplements prior to approval.

sForm 3542 should be used afier WDA or supplemental
approval. This form is f0 be submitted within 30 days aficr
approval of an application. This form should alse be used to
submit patent information relating to an approved supplement
under 21 CFR 314.53(d) to change the formulation, add a new
indication or ather condition of usc, change the strength, or to
make any other patented change regarding the drup, drug
product, or any method of use.

e Form 3542 js also to be used for patents issued afler drug
approval. Patents issued afler drug approval are required to be
submitted within 30 days of patent issuance for the patent to be
considered "timely fled.”

»Only information from form 3542 will be used for Orange
Book Publication purposes.

* Forms should be submitted as described in 21 CFR 314.53. An
additional copy of form 3542 to the Orange Book Staff will
cxpedite patent publication in the Orange Book. The Orange
Book Staff address {as of July 2003) is: Orange Book Staff,
Office of Genetic Drugs OGD/HFD-610, 7500 Standish Place,
Rockville, MD 20855.

» The receipt date is the date that the patent information is date
stamped in the central document room. Patents are considered
listed on the date received.

= Additional copies of these forms may be downloaded from the

Internet at: hup:Aforms.pse. gov/forms/fdaktm/fdahtm_him).
First Section
Complete all items in this section.
1. General Section

Complete all items in this section with reference to the patent
itseff.

Ic) Include patent cxpiration date, including any Hatch-Waxman
patent extension already gramted. Do not include any
applicable pediatric exclusivity, The agency will include
pediatric exclusivities where applicable upon publication.

1d) Include Full address of patent owner. I1f patent owner resides
outside the U.5. indicate the country in the zip code block.

1) Answer this question if applicable. If patent owmer and NDA
applicant/holder ceside in the United States, lcave space
blank.

2. Drug Substance {Active Ingredient)

Complete all iterns in this section if the patent claims the drug
substance that is the subject of the pending NDA, amendment, or
supplement.

21.4) Name the polymorphic form of the drug identified by the
patent.

2.3) A patent for a metabalite of the approved active ingredient
may not be submitted. If the patent claims an &pproved
method of using the approved drug product to administer
thc metabolite, the patent may be submitted as a method of
use patent depending on the responses w section 4 of this

form,

2.7} Answer this question only if the patent is a product-by-

process patent.
3. Drug Product (Composition/Formulation)

Complete all items in this scction if the patent claims the drug
product that is the subject of the pending NDA, amendment, or
supplement.

33) An answer to this question is required only if the referenced
patent is a product-by-process patent.

4. Method of Use

Complete alt ftems in this section if the patent claims a method of
use of the drug product that is the subject of the pending NDA,
amendment, or supplement.

4.2} [dentify by number each claim in the patent that claims the

use(s) of the drug for which approval is being sought
[ndicate whether or not each individual ¢laim is a claim for
a method(s) of usc of the drug for which approval is being
sought.

4.2a) Specify the part of the proposed drug labeling that is
claimed by the patent.

5. No Relevant Patents

Complete this section only if applicable.
6. Declaration Certification
Complete alt items in this section,

62) Authorized signature. Check one of the four boxes that best
describes the authorized signature.

FORM FDA, 3542a (7/03)

Page &
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Form Approved: OMB No. 0910-0513

Department of Heaith and Human Services ration Date: 0713106

Food and Drug Administration Ses OMB Statement on Page 3.

PATENT INFORMATION SUBMITTED WITH THE T
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 21660

For Each Patent That Claims a Drug Subsfance NAME OF APPLICANT / NDA HOLDER
(Active ingredient), Drug Product (Formulation and American BioScience, Inc.
Composition) and/or Method of Use

The following is provided In accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmstic Act

TRADE NAME {OR PROPOSED TRAUE NAME)
Abraxane™ (nab paclitaxel} for Injectable Suspension

ACTIVE INGREDIENT(S) STRENGTH(S)
Paclitaxel 100 mg/viat
DOSAGE FORM

Sterile powder for injectable suspension

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA} with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d){4).

Within thirty (30) days after approval of an NDA or supplement, or within thitty (30) days of issuance of a new patent, 3 new patent
declaration must be submitted pursuant to 21 CFR 314.53(c}{2)ii} with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions {only) of this repart: If additional space is required for any namative answer (i.e., one
that does not require a “Yes" or "No" response), please attach an additional page referencing the question number.

FDA will not list patent information if you flle an Incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or supplemant referenced above, you must submit all the
Information described below. if you are not submitting any patenis for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 8.

1. GENERAL

a. United States Patent Numbaer
6,096,331

b Issue Dale of Patent
8/1/2000

<. Expiration Date of Patent
2/2272013

d. Name of Patenl Qwner
American BioScience, Inc.

Addrass (of Patant Cwner)
2730 Wilshire Boulevard, Suite 110

City/State

Santa Monica, CA

ZIP Code FAX Number (if available)
90403 310 998 8553

Telephone Number E-Mail Address (if availahie}

310 883 1300

. Name of agent of representafive who resides or maintains  Address {of agant or rapreseniative named in 1.8.]
a ptace of business within the Unitad States authorized to
recaive nolice of patent certification under section
505(b}(3) and (j}(2}B) of the Federal Food, Drug, and _
Cosmetic Act and 21 CFR 314.52 and 314,95 {f patent Cily/State
ownar or NOA applicant/helder doas not reside or have a
place of business within the United Stafes)

< ON/A

21IP Code FAX Number (i avaifable}

Telephone Number E-Mait Address (if available}

f. Is the patent referenced above a patent thal has been submitted previously for the

approved MDA, or supplement referenced above? D Yos E No
g. |fthe patent referenced above has been submitted previously for listing, is the expiraficn
date a new expiralion dale? D Yes D No
FORM FDA 3542a (7/03) Page 1
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American BioScience, Inc.

For the patent referenced above, provide the folfowing information on the drug substance, drug product and/or method of
use that is the subfect of the pendlng NDA, nmondmant. ar supplement.

2, Drug. Subsﬁnce @Eﬂv& Ingmdicl ‘L‘ y .
z 1 Dues the patenl claim the drug substance that is the aclve mgradmnt in the drug pmdud

T

described In the pending NDA, amendment, or supplement? 1 Yes No
2.2 Does the patent claim a drug substance that is a different polymorph of the active
ingredient described in the pending NDA, amendmenl, or supplement? [T ves [T

2.3 11 the answer lo question 2.2 s "Yes,” do you certify that, as of the date of this declaration, you have lesi data
demonstrating that a drug product containing the polymosph will perform the same as the drug product
describad in the NDA? The type of lest dala required is described 21 21 CFR 214.53(b). L—_l Yas D No

2.4 Specify the poflymorphic form{s) claimed by the patant for which you have the test resulls described in 2.3.

2.5 Does the pateni claim only a metabolite of the active ingredient pending in the NDA or supplement?
(Complete the information in section 4 below if the patent claims a panding method of using the pending

drug product to administer the metabolite.) [:| Yes E No
2.6 Does the palent claim only an intermediate?
D Yes @ No
2.7 Ifthe patent referenced in 2.1 Is a product-by-process patent, is the product claimed in the
patent novel? {An answer is required only if the patent is a product-by-process patent) E] Yes D No

3. Drug Product (Compocliion!Fonnulatlon)

3.1 Does the pa!ent claim the drug product, as defined in 21 CFR 314.3, in ihe pending NDA
amendment, or suppiement? E Yes D No

3.2 Does the patent claim only an intermediate?
D Yes @ Ne

3.3 [fthe patent referenced in 3.1 is a product-by-process palent, is the product clalmed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) D Yeos D No

4 Methad of Use :

Sponsors must submit the Information In section 4 separalely for wach patent claim claiming a method' of using the pending drug
product for which approval Is belng sought. For each method of use ciaim referenced, provida the following nformation:

4.1 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, amendment, or supplement? E Yes D No
4.2 Patenl Claim Number {as listed in the palent) Does the pateni claim referenced in 4.2 claim a pending method
1-2, 5-19, 26, 28, 40, 43-47, 49, §2-57 of use for which approval is being sought in the pending NDA,
amendment, or supplement? B Yes CIno
FORM FDA 1542a (7/03) Page 2
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4.2a Wthe answerto 4.2is
"Yas," identify with speci-
ficity the use with refer-
ence to the proposed
{abeling for the drug
product.

Use: {Submit indication or method of use information as ientified specifically in the approved labeling.)

Claims 1-2, 5-6, 18, 26, 28, 40, 43, 49, 52, 54, and 56 ~ Abraxane {nalb paclitaxel) for injectable suspension &s &
nanoparticle albumin-bound (nab) form of paciitaxel. See Description. Eech single-use vial contains 100 mg of
paciitaxel and approximately 800 mg of human albumin. See Description. This formulation is free from solvents. See
Description. Abraxane (nab paciitaxel) for Injectable suspension ts Ind cated for the ireatment u breast
cancer. See indications. Abraxane does not contain Cremophor-EL, therefore hypersensitivity reactions to Abraxang
wera rare. See Adverse Resctions: Hypersensitivity Reactions (HSRs). For metastalic breast cancer, Abrane {(nab
pachitaeel for injactable suspension) at a dose of 260 mg/m® administerad Intravenously over 30 minutes every 3 weeks
has been shown to be sffective. See Dosags and Administration. No premedication is required prior to administration
of Abraxane. See Dosage and Administration: Proparation and Administration Precautions.

Claims 7-14, 44, 53, 55, and 57 — Abraxans (rab paclitaxel) for injectable suspension is a nanopartici albumin-bound
{nab) form of paclilaxel. See Description. Each single-use vial contains 100 mg of paciitaxel and approximalely 500
mg of human abumin. See Dascription. This formulation ia froa from soivents. See Description. Abraxane (nah
paciitaxel) for injectable suspension is indicated for the treatment i breast cancer. See indications.
Pharmacokinetic parameters of pacitaxel loliowing 30- and 180 minute infuslons of Abraxane at dose levels of 80-375
mg/m*were determined in fwo phase 1 clinical studies and a phase 3 randomized study in adult cancer patiants and
are summarized In the following lable [Table 13. See Clinical Pharmacciogy. Abraxane does nol conlain Cremophor-
EL, therefore hypersensitivity reactions to Abraxane were rare. See Adverse Reaclions: Hypersensilivity Reaclions
(HSRs). For metastatic breast cancer, Abmxane (ngb paciitaxel for injectable suspension) at a dose of 260 mg/m*
administerad intravenously over 30 minutes every 3 wasks has bean shown to be effeclive. See Dosege and
Administration. No premedication is required prior to administration of Abraxane. See Dosage and Administration.
Preparation and Adminisiration Precautions.

Claims 15-16 and 45 - Abraxane {nab paciitaxal} for injectable suspension is a nanopatticle albumin-bound (nab) form
of paclitaxel. See Dascription. Each single-use vial contains 100 mg of paclitaxel and approximately 800 mg of human
albumin. See Description. This formulalion is free from solvents. See Description. Abraxane (nab pachtaxet) for
injectable suspension is indicated for the treaiment of wilkiseyly-braast cancer. See indications. Neutropenia, the
most impariant hematologic toxicity, was dose dependent and was generally rapidily reversible. See Adverse
Reactions: Hematologic, Grade 4 (<500 colls/mm’) neutrapenia occurred in 12% of patients treated with Abraxane.
See Adverse Reaclions: Hematologic. Among ’natienbt treated in the Phase 3 metastatic braasi cancar study,
neutrophil counts declined batow 500 celis/mm” (Grade 4) in 9% of the patients treated with a dose of 260 mgim?
compared to 22% In patients receiving Cremophor-based pacitaxe injection at a dose of 175 mg/m®. See Adverse
Reactions: Hematologlc. Abraxane does not contain Cremaphor-EL, therefors hypersensitivity reactions to Abraxane
were rare. See Adverse Reactions: Hypersensitivily Reactions (HSRs). For matastatic breast cancer, Abraxane (nsb
paclitaxel for injectable suspension} al a dose of 260 mgim? administered intravenously over 30 minutes every 3 weeks
has been shown to be eflective. See Dosage and Administrafion.

Claims 17-18 and 46-47 - Abraxane {(nab paclitaxel) for injectable suspension is a nanoparticle albumin-baund {rab)
form of paclitaxel See Description. Each single-use vial cortains 100 mg of paciitaxel and approximately 00 mg of
human albumin. See Dascription. This formulation is free from solvents. See Description. Abraxane (nab paclitaxel)
for infectable suspension is indicated for the treatment of swstmaigitie-breast cancer. See Indications. Abraxane does
not contain Cremophor-EL, therefore hypersensilivity reactions to Abraxane were rare. See Adverse Reactions:
Hypersensitivity Reactions (HSRs). In general, the frequency and severity of neurolegic manifesiations were dose-
dependent in patients receiving single-agent Abraxane. See Adverse Reactions: Neurplogic. Peripheral neuropathy
was observed in 84% of all patients {10% severe). See Adverse Reactions: Neurologic. Peripheral neuropathy was
the cause of Abraxane discontinuation in 13366 (4%) of all patients. See Adverse Reections: Neurologic, Sensoty
symptorna have usually improved or resolved within 22 days of interrupting Abraxane therapy. See Advarse
Reactions: Neurologic. Pre-existing neurcpathies resulting from prior therapias are ol a contraindication for Abraxane
therapy. Ses Adverse Resaclions: Neumslogic. No incidencas of grade 4 peripheral neuropathias were reported in the
clinical tial. See Advorse Reaclions: Neyrologic. Other than peripheral neurcpathy, serigus neurslogic evenls
following Abraxane administration have beon rare {<1%}) and have inc'uded ischemic stroke, melabolic
encephalopathy, confusion, dizzinessflightheadadness, end mood alteration/depression. See Adverse Resclions:
Neurologic. For metastatic breast cancer, Abraxane (nab paclitaxel for injactable suspension) at a dose of 260 mgim®
administered intravenously over 30 minutes every 3 weeks has been shown to be efiective. See Dosage and
Administration.

5 No Ralavantlg’;l’lents -

For this pending NDA, amsndment, or supplement, there ara no relavant patents that claim the drug substance (active ingredient),

drug product (formulation or compasition) or method(s) of use, for which the applicant is seeking approvat and with respect to

which a claim of patant infringement could reasonably be asserted if 2 persen not licensad by the owner of the patent engaged in D Yes
the manufacture, use, or sale of tha drug product.

FORM FDA 3542a (7/03)

Page 3
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6. DoctirtionGortification *~ -~ .0 . a-

6.1 Theo undarsigned declares that this is an sccurate and compleh submission of patent information for the NDA.
amendmoent, or supplemant pending under section 505 of the Federa! Food, Drug, and Cosmetic Act. This time-
sensitive patent information Is submitted pursuant to 21 CFR 314.53. 1 attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requiraments of the regufation. I verify under panalty of parjury that the foregoing
is true and comect.

Waming' A wiltfully and knowingly faise statement Is a criminal offense under 18 U.S.C. 1001.

Authorized Signature of NDA Applicant/Holder or Patent Owner (Attomay, Agent, Represeniative or Date Signed
other Authorized Official) (Provide Information beiow)

Patrick Soon-Shiong, MD, Wu Inc. / 3 ;

NOTE: Onfy an NDA appllcantfholdor may submif this declaration directly to the FDA. A patent owner who is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53{cK4) and (d}{4).

Check applicable box and provide Information helow,

m NDA ApplicantHolder [:] NDA Applicant's/Halder's Attomey, Agent (Rapresentative) or other
Authorized Officlal
E] Patent Owner D Patent Owner's Allorney, Agenl (Representalive) or Other Authorized
Official
Name

American BioScience, Inc.

Address City/State

2730 Wilshire Boulevard, Suite 110 Santa Monica, CA

ZIP Code Telephone Number

990403 310 883 1300

FAX Number (if available) E-Mail Address (i avaifable)
310 998 8553

The public reporting burden for this collection of infk ion has beea esti d to average 9 hours per response, including the time for revicwing
instructions, searching cxisting data sources, gathering and maintaining the data needed, md completing and mvtewmg the collection of mformation. Send

comments regarding this burden estimate or any other aspect of this collection of information, including sugg for reducing this burden to:

Food and Drug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockvitie, MD 20857

Ar agency may nof conduct or sponsor, and a person is mof required to respond 1o, a eollection of
information unless it displays a currently valid OMB control number.

FORM FDA 3542a (7/03) Page 4
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American BioScience, Inc.

N21660

INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

General Information

+To submit patent information to the agency the appropriate
patent declaration form must be used. Two forms are available
for patent submissions. The approval status of your New Drug
Application will determine which form you should use.

eForm 35422 should be used when submitting  patent
information with original NDA submissions, NDA amendments
and NDA supplements prior to approval.

«Form 3542 should be used afier NDA or supplemental
approvel. This form is to be submitted within 30 days after
approval of an application. This form should also be used to
submit patent information relating to an approved supplement
under 21 CFR 314.53(d) to change the formulation, add a new
indication or other condition of use, change the strength, or to
make any other patented change regarding the drug, diug
product, or any method of use.

+ Form 3542 is also to be used for patents issved after drug
approval. Patenis issued after drug approval are required to be
submitted within 30 days of patent issuance for the patent 1o be
considered “timely filed.”

» Oply information from form 3542 will be used for Orange
Book Publication purpases.

« Forms should be submitted as described in 21 CFR 314.53. An
additional copy of form 3542 to the Orange Book Staff will
expedite patent publication in the Orange Book, The Orange
Book Staff address {as of July 2003) is: Orange Book Staff,
Office of Generic Drugs OGD/HFD-610, 7500 Standish Place,
Rackville, MD 20855.

« The receipt date is the date that the patent information is date
stamped in the central document room. Patents are considered
listed on the date received.

» Additional copies of theso forms may be downioaded from the

aternet at: Aip./fforms.psc. gov/forms/{dahtm/fdahem htm|.
First Section
Complete all items in this section.
1. General Section

Complete all items in this section with reference to the patent
itsclf.

l¢} Tnclude patent expiration date, including any Haich-Waxman
patent extension already granted. Do not include any
applicable pedintric exclusivity. The agency will include
pediatric exclusivities where applicable upon publication.

1d) Include full address of patent owner. If patent owner resides
outside the U.S. indicate the country in the zip code block.

le)  Answer this question if applicable. If patent owner and NDA
applicantholder reside in the United States, leave space
blank.

1. Drug Substance {Active Ingredient)

Complete all items in this section if the patent claims the drug
substance that is the subject of the pending NDA, amendment, or
supplement.

1.4) Name the polymorphic form of the drug identified by the
patent,

2.5} A patent for a metabolite of the approved active ingredient
may not be submitted. If the patcnt claims an approved
method of using the approved drug product to administer
the metabolite, the patent may be submitted as a method of
use patent depending on the responses to section 4 of this

form.

2.7}  Answer this question only if the patent is a product-by-

process patent.
3. Drug Product (Composition/Formulation)

Complete all items in this section if the patent claims the drug
product that is the subject of the pending NDA, amendment, or
supplement,

3.3} An answer to this question is required only if the referenced
patent is a product-by-process patent

4. Method of Use

Complete all items in this section if the patent claims a method of
use of the drug product that is the subject of the pending NDA,
amendment, or supplement.

4.2) Identify by number cach claim in the patent that claims the
use{s) of the drug for which approval is being sought.
Indicate whether or not cach individual ¢laim is a claim for
2 method(s) of use of the drug for which approval is being

sought.

4.2a) Specify the part of the proposed drug labeling that is

claimed by the patent.
5. No Relevant Patents
Complete this section only if applicable.
6. Declarstion Certification
Complete all items in this section.

6.2) Authorized signature. Check one of the four boxes that best

describes the authorized signature.

FORM FDA 3542a (7/03)

Page 5
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American BioScience, Inc.

Depa ith and Human Servi Form Approved; OMB No. 05100513
ep ﬂ;—'“oea‘g :::rfnﬁug a.i!miministrzali-on e SMESPA:??II;{B;::;?;E:’!:; 3
PATENT INFORMATION SUBMITTED WITH THE NOA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT |21.660
For Each Patent That Claims a Drug Substance NAME OF APPLICANT { NDA HQLDER
(Active Ingredient), Drug Product (Formulation and American BioScience, Inc.
Composition} and/or Method of Use

The following is provided In accordance with Section $05(b) and (c) of the Federal Food, Drug, and Cosmetic Act

TRADE NAME (OR PROPOSED TRADE NAME)
Abraxane™ (nab paclitaxel) for Injectable Suspension

ACTIVE INGREDIENT(S) STRENGTH(S)
Paclitaxel 100 mg/vial
DOSAGE FORM

Sterite powder for injectable suspension

This patent declaration form is required to be submitted to the Food and Orug Administration (FDA)} with an NDA epplication,
amendment, or supplernent as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d}{4).

Within thify {30) days after approval of an NDA or supplement, or within thirty (30} days of issuance of a new patent, a new patent
declaration must be submitled pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA
or supplement. The information submitted in the dectaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one
that does not require a "Yes" or “No" response), please attach an additional page referencing the question number.

EDA will not list patent information i you file an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing. .

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit alf the
information described befow. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections 3§ and 6.

1. GENERAL S
a. United Slates Patent Number b. Issue Date of Patent c. Expiration Drate of Patent
5,498,421 3/12/1996 3/12/2013
d. Name of Patent Owner Addrass {of Patent Owner}
American BioScicnce, Inc, 2730 Wilshite Boulevard, Suite 110
Cily/Stata
Santa Monica, CA
ZIF Code FAX Number (if available}
90403 310998 8553
Telephona Number E-Mail Address (i availabla)
310 883 1300

€. Name of agent or repregentative who resides or maintains  Address (of agent or representative named in 1.e.)
a place of business within the United Slates authorized to
receive notice of patent certification under section
S05(L)(3) and ()(24B) of the Fedaral Food, Drug, and

——————
Cosmetic Act and 21 CFR 314,52 and 314.95 (if patent City/State
owner or NDA applicantholder does not reside or have a
place of business within the United States)

o A ZIP Code FAX Number (if available)

Telephona Number E-Mail Address (if avaiiablo}

1. s the patent refarenced above a patent that has been submitted previously for the

approved NDA or supplement referenced above? D Yes No
g. If the patent referenced above has been submitted previously for fisting, is the expiration
date a new expiration date? [j Yes [:] No
FORM FDA 3542a (7/03) Page 1
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American BioScience, Inc.

For the patent refarenced above, provide the following Information or the drug substaiice, drug product and/or method of
use that Is the subjact of the pending NDA. amendmaent, or supplement.

noadt ey EUEVR s & v
Bt [ MR
g

iF

znqudb-un fActive lnd W N B

2.4 Doos the patent claim the dmug subslanca that Is the active ingrediant in the drug produd

described in the panding NDA, amendment, or supplerment? D Yes IZ No
22 Daes ihe patent clamm a drug substance that is a different polymorph of the active
ingredient described in the pending NDA, amendment, or supplement? [ ves B ne

2.3 Ifthe answer to question 2.2 is "Yes,” do you certify that, as of the date of this declaration, you have lest data
demonstraling that a drug product containing the palymorph will perform the same as the drug product

described in the NDA? The type of test data required is described a1 21 GFR 314.53(b). [ Yes ne

2.4 Specily the polymorphic form{s} claimed by the patent for which you have the tesl results described in 2.3.

2.5 Doaes the patent ctaim only a metabolite of the active ingredient pending in the NDA or supplement?
(Complete the information in section 4 below if the patent claims a pending mathaod of using the pending

drug product to administer the metabolite.) [ ves B xe
26 Does the patent claim only an intermediate?
[ ves ﬂ No
2.7 Ifthe palent refarenced in 2.1 is a product-by-process patery, is the producd ¢laimed in the
patent novel? (An answer is required only if the patent is a producl b]—process patent. ) |:| Yes X ne
3, Drug Prquucl (Composltiqan’onnulaﬁon) T e LT Wy
3.1 Does lhe patent claim the drug praduct, as deﬁned in 21 CFR 314.3,in the pendlng NDA
amendmant, ar supplement? E Yes U No
3.2 Does the paient claim only an intermediate?
D Yes E No
3.3 Ifihe patent referanced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.} [ ves D No
4MethodofUte "\_ o ot W
N

Sponsors must submit the information In ucﬁan 4 upmtoly for each patent claim claiming a meaﬁod’ of using the pending drug
product for which approval is being sought. For each methad of use claim referenced, pravide the following Information:

4.1 Does the palent dam one or more melhods of use for which approval is being saught in

the panding NDA, ameandment, or supplement? B ves Owxo
4.2 Patent Claim Number (as Fsted In tha patent) Does the patent claim referenced in 4.2 claim a pending meathod
27,29 of use for which approval is being sought in the pending NDA,
amendment, or supplement? ] ves One
FORM FDA 3542a (7/03} Page 2
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American BioScience, Inc. N21660

4.2a lfthe answer to ft.z s . Use: {Submit indication or method of use information as identifiad specifically in the approved labeling.)
“Yes," identify with spect- | Claim 27 - Abraxane (nab pacilaxe!) for injectable suspension Is s nanoparticle albumin-bound (rab) fom of
ficity the use with refer- 1 paciitaxel. See Description, Each single-use vial contains 100 my of paclitaxef and approximately 900 mg of human

ence to the proposed afbumin. See Description. Abraxane {nab paciitaxel) for injectable susponsion is indicated for the treatment of
tabeling for the drug ~maiglpin-transt cancer. See indications. For metaslatic breast cancer, Abraxane (nab paclitaxs| for injeclable
product, suspensicn) &t a dose of 260 mg/m* administared | yusly over 30 minutes every 3 weeks has bean shown to be

effactive. See Dosage and Administration.

Claim 29 - Abraxane {nab paclitaxel) for injectable suspension is a nancparticle albumin-bound (nab} form of paciitaxef.
See Description. Abraxane is supplied as a white to yellow, sterile, lyophilized powder intended for mconstitution with
0.9% Sodium Chioride Injection, USP prior to intravenous infusion. Ses Description. Each single-use vial contains
100 mg of padiitaxe! and approximately 900 mg of human sbumin. See Descriplion, Abraxane (mab pacitaxel) for
injactable suspension is indicated for the treatment of ast cancer. Ses indications, For metastatic breast
cancer, Abraxane (nab paciitaxel for injectable suspension) af a dose of 260 mg/m” administered intravencusty over 30
minutes every 3 weeks has been shown o be effective. See Dosage and Administration. ABRAXANE is supplied as a
sterile lyophilized powdar for reconsiitution before use, See Dosage and Administration: Preparalion for intravenous
Administration. Reconstilute each vial by injecting 20 mL of 0.9% Sodium Chioride Injection, USP. See Dosage and
Administration: Preparation for Intravenous Administration.

5. No Relevant Patents,

Fuor this pending NDA, amendment, or supplement, there are no relevanl patents that claim the drug substance (active ingredient),
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking appraval and with respect to
which a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in E] Yas

the manufaciure, use, ar sale of the drug product.

8. Decfarltlon Certlﬂcaﬂﬁn

6.1 The undersigned declares that this is an accurate and complete submission of pafem‘ information for the NDA,
amendment, or supplement pending under section 505 of the Fedoral Food, Drug, and Cosmetic Act This tme-
sensitive patent information is submittod pursuant to 21 CFR 314.53. | attest that | am famiiiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verlfy under penalty of perjury that the foregoing
is true and correct.

Waming: A willfully and knowingly false statement is a criminal offense under 18 U.5.C. 1001.

6.2 Authorized Signature of NDA Appl;canUHolder or Pajend Owner {Afformey. Agen!, Reprasentative or Date Signed

ather Authorized Official) {(Provige Information below}

Patrick Soen-Shiong, ioscience, Inc.
NOTE: Onfy an NDA nppil:anﬂhold:{mav submit this declaration directly to the FDA. A patent owner wha Is not the NDA appilcant/
heolder is authorized to slgn the declardtion but may not submit It directly ta FDA. 21 CFR 314. 53(:)(4) and {d){4}.

Check applicable box and provide Information betow.

B4 NDA ApplicantHelder [ NDA Agplicant's/Holder's Attomey, Agent (Representative) or other
Authorized Official
E] Patent Owner D Patent Owner's Attomay, Agent (Representative) or Other Authorized
Qfficial
Name
American BioScience, Inc.
Addrass City/State
2730 Wilshire Boulevard, Suite 110 Santa Monica, CA
ZIP Code Telephone Number
90403 3106 883 1300
FAX Number {if aveilabie) E-Mail Address {if available)
310998 8553
FORM FDA 3542a (7/03) Page 3
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American BioScience, Inc. N21660

The pablic repocting burden foc this coflection of information has been estimated to average 9 bours per response, inciuding the time for reviewing
instructions, scarching cxisting data sources, gathering and mwintsining the dats needed, and completing and reviewing the collection of information. Send
comments regerding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Food and Drug Administration
CDER (HFD-00T}

5600 Fishers Lanc

Rockville, MD 20837

An agency may not conduct or sponser, and a person is nof required (o respond to, a collection of
information unless it displays o currently valtd OMB control number.

FORM FDA 3542a (7/03} Page 4
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American BioScience, Inc.

N21660

INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

Geaeral Information

¢ To submit patent information to the agency the appropriatc
patent declaration form must be used. Two forms are available
for patent submissions. The approval status of your New Drug
Application will deternine which form you should use.

s Form 3542a should be wused when submitting patent
information with original NDA submissions, NDA amendments
and NDA supplements prior to approval,

sForm 3542 should be used afier NDA or supplemental
approval, This form is to be submitied within 30 days after
approval of an application. This form should also be used to
submit patent information relating to an approved supplement
under 21 CFR 314.53(d) to change the formulation, add a new
indication or other condition of usa, change the strength, or to
make any other patented change regarding the drug, drug
product, or any method of use,

e« Form 1542 is also to be used for patents issued mfter drug
approval. Patents issued after drug approval are required to be
submitted within 30 days of patent isswance for the patent to be
considered “timely filed.”

o Only information from form 3542 will be used for Orange
Book Publication purposes.

» Forms should be submitted as desceibed in 21 CFR 314.33. An
additional copy of form 3542 to the Orange BDook Staff will
expedite patent publication in the Orange Book. The Orange
Book Staff address (as of July 2003) is: Orange Book Staff,
Office of Generic Drugs OGD/HFD-610, 7500 Standish Flace,
Rockville, MD 20855.

= The receipt date is the date that the patent information is date
stamped in the central document room. Patents are considered
listed on the date received.

+ Additicnal copies of these forms may be downloaded from the

Internet at: futp. /forms. psc. gov/forms/fdakitm/fdahim hitm).
First Section
Complete all items in this section.
1. General Section

Complete alf items in this section with reference to the patent
itself.

1¢) Include patent expiration date, including any Hatch-Waxman
patent  extension alrcady granted. Do npot include any
applicable pediatric exclusivity, The agency will include
pediatric exclusivities where applicable upon publication.

1d) Include full address of patent owner. If patent owner resides
ouiside the U.S, indicate the country in the zip code block.

le)  Answer this question if applicable. If patent owner and NDA
applicant/holder reside in the United States, leave space
blank.

2. Drug Substance (Active Ingredient)

Complete all items in this section if the patent claims the drug
substance that is the subject of the pending NDA, smendment, or
supplement.

24) Name the polymorphic form of the drug identified by the
patent.

2.5) A patent for a metabolite of the approved active ingredient
may not be submitied. If the patent claims an approved
method of using the approved drug product to administer
the metabolite, the patent may be submitted as a method of
use patent depending on the responses to section 4 of this

form.

17y Answer this question only if the patent is a product-by-

process patent.
3. Prug Produet {Composition/Formulation)

Complete all items in this section if the patemt claims the drug
product that is the subject of the pending NDA, amendment, or
supplement.

1.3}  An answer to this question is required only il the referenced
patent is a product-by-process patent.

4. Method of Use

Complete alt items in this section if the patent claims a method of
use of the drug product that is the subject of the pending NDA,
amendment, or supplement.

4.2) Identify by number each claim in the patent that claims the

use(s) of the drug for which approval is being sought
[ndicate whether or not cach individual claim is a claim for
2 method(s} of use of the drug for which approval is being
sought.

4.2a) Specify the part of the proposed drug labeling that is
claimed by the patent.

5. No Relevant Patents

Complete this section only if applicable.
6. Declaration Certification
Complete all items in this section.

6.2) Authorized signature. Check oac of the four boxes that best
describes the authorized signature.

FORM FDA 3542a (7/03)

Page 5
PSC Modia Ans(301) 4430090 EF
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American BioScience, Inc. , N21660

Form Approved: OMB No. 0910-0513

Department of Health and Human Services Expiration Date: 07/31/06

Food and Prug Administration Ses OMB Stefoment o0 Page 3.
PATENT INFORMATION SUBMITTED WITH THE T
FILING OF AN NDA, AMENDMENT, CR SUPPLEMENT | 21560

For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
{Active Ingredient), Drug Product (Formulation and American BioScience, Inc.
Composition} and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) of the Fedaral Faod, Drug, and Cosmetic Act
TRADE NAME {OR PROPOSED TRADE NAME)
Abraxane™ (nab paclitaxel) for Injectable Suspension

ACTIVE INGREIMENT(S) STRENGTH(S)
Paclitaxel 100 mg/vial

DOSAGE FORM
Sterile powder for injectable suspension

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

within thirty (30) days after approval of an NDA or supplement, or within thirty (30} days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the requiced information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for fisting a patent in the Orange Book.

For hand-written or typewrlter versions {only) of this report: If additional space is required for any narrative answer {i.e., cne
that does not require a "Yes" or "No" response), please attach an additional page referencing the queslion number.

FDA will not list patent information i you file an incomplete patent deciaration or the patant daclaration indicates the
patent is not sfigible for listing.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information dascribed befow. if you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections § and 6,

1. GENERAL . .

a. United States Patent Number b. lssue Date of Patent ¢. Expiration Date of Patent

5,439,686 8/8/1995 212212013

Address (of Patent Qwner)
2730 Wilshire Boulevard, Suite 110

d Name of Patent Qwner
Amgcrican BioScience, Inc.

CityiState
Santa Monica, CA
ZIP Code FAX Numbear {if avaiiable}
90403 310 998 8553
Telephone Number E-Mail Address (if available}
310 883 {300

. Name of agent or rapresentative who resides of maintains  Addrass (of agent or representative named in 1.e.)

a place of business within the United States authorized to
receive notice of patent certification under section
505(b}3) and (}{2){B} of the Federal Feod, Drug, and -
Cosmetic Actand 21 CFR 314.52 and 314.95 (if patent City/State
ownar ar NDA applicantholder does not reside or have a
placa of business within the United States)

T ON/A

ZIP Code FAX Number {if available)

Telephone Number E-Mail Address (¥ availabie)

f. Is the patent referenced above a patert that has been submitted previously for tha
approved NDA or supplemeni referenced above? D Yes E No

g. if the patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date? E] Yes D No
FORM FDA 3542a (7/03) Page 1
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American BioScience, Inc.

For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that Is the subject of the pending NDA, amendmem. or supplement.

. ‘ TR . .
J i R A S T
21 Does the palenl cam the drug suhsianca thm i the aciive mgredient in the drug producl
described in the pending NDA, amendment, or supplemant? C] Yes
2.2 Doos the palant ciaim a drug substance that is a different polymorph of the active
ingredient dascribed in the pending NDA, amendment, or supplement? O ves

7.3 Hthe answer to question 2.2 B8 "Yes,” do you certify that, as of the date of this declaration, you have test data
demonstrating that a drug product containing the polymorph will perform the same as the drug product

described in tha NDA? The type of lest dala required is described at 21 CFR 314.63(b). D Yes D No

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Ooes the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
{Complate the information in section 4 below if the patent claims a pending method of using the pending

drug product lo administer the metabolite,) D Yes E No
2.6 Does the patent clairn onfy an intermadiste?
D Yes @ Mo
2.7 i the patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) D Yes D No

’ EPE ] o

3.'Drug Product (ComposltluniFomulntlon) R
3.1 Does the paten! claim the drug product, as deﬁned in 21 CFR 314.3, in the pundmg NDA,
amendment, or suppfement? E Yes [:I No

3.2 Does the patent claim anly an intermediate?

D Yes E No
3.3 If the patent referenced in 3.1 is a produci-by-process palent, is (he product claimed in ihe
patent novel? (An answer is required only if the patent is a product-by-process patent.) D Yes l:] No
4. Method of Use o T ) , ’ St

Sponsors must submit the ln{om:aﬂan in section 4 separately fur each plrenf cfalm clalming a method of using the pending drug
product for which approval is being sought. For each method of use claim referenced, provide the following Information:
4.1 Doss the palent claim ane or more metheds of use for which approval is being sought in

the panding NDA, amendment, or supplement? D Yeas E No

4.2 Patent Clatm Number {as listad in the patent) Does the patent claim referenced in 4.2 claim a pending method
of use for which approval is being sought in the pending NDA,
amendment, or supplement? [Jyes [Ine
4.2a If the answerlo 4.2 is Use: {Submit indication or method of use mformation as idenlified speciically in the approved labefing.)
“Yes," identify wilth speci-
ficity the use with refer-
ence to the proposed
labeling for the drug
product.

5. Ne Relevant Patents : ' . T {.>L

For lhis pending NDA, amendment, or supplement, thene are no relevant patents that claim the drug substance {aclive mgred»elﬂ)
drug product {formufation or composition) or method(s} of use, for which the applicant is seeking approval and with respect to
which a claim of patant infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in D Yes

lhe manufaciure, use, or sale of the drug pmduct.

FORM FDA 3542a (7/03) Page 2

PEC Madis Ay 303y #43-10%0  EF

N21660




American BioScience, Inc.

N21660
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64 The undersigned declares that this is an accurats and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Druy, and Cosmetic Act This time-
sonsitive patent information Is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foragoing
Is true and correct.

Waming: A willfully and knowingly faise statement Is @ criminal offonse under 18 U.5.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Atfomey, Agent. Representative or Date Signed
other Authorized Official) (Provide inforrnation balow)

Patrick Scon-Shiong, MWBEOSCM&, Inc. / 3 é

NOTE: Only an KNDA ap{licanﬂho{dur rréy submit this declaration directty to the FDA. A patent owner who Is not the NDA applicant/
holder Is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d}4}.

Check applicable bax and provide information below.

E NDA ApplicantHolder [:] NDA. Applicant $/Hoider's Allorney, Agent (Representative) or other
Authorized Official
D Patont Owner {:] Palent Owner's Attomey, Agent (Representative) or Other Authorized
Official
Name

American BioScience, Inc.

Address City/State

2730 Wilshire Boulevard, Suite 110 Santa Monica, CA

ZIP Code Telephone Number

90403 310 883 1300

FAX Number (if availabla) E-Mail Address (if avaiable)
310 998 8553

The public rcporting burden for this collection of inft ion has been csti d 1o average 9 howrs per response, including the time for revicwing
instructions, searching existing data sourccs, gathering and maintaining the data needed, and completing and reviewing the collection of information, Send
ding this burden csti or any other aspect of this collection of information, including suggestions for reducing this burden to:
Faod ind Drig Administation
CDER (HFD-007)
5600 Fishers Lane

Rockville, MD 20857

An agency may not conduct or sponsor, and a person is not required 1o respond to, a collection of
information unless it displays a currently valid OMB control number.

FORM FDA 3542a (7/03) Page 3

PSC Medh Arus (301) 8431090 EF
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iINFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

General Information

«To submit patent information to the agency the appropriate
patent declaration form must be used. Two forms are available
for patent submissions. The approval status of your New Dnug
Application will determine which formn you should use.

eForm 3542a should be wused when submitting patent
information with original NDA submissiens, NDA amendments
and NDA supplements prior to apptoval.

eForm 3542 should be used after NDA or supplemental
approval. This form is to bc submitted within 30 days after
approval aof an application. This form should aiso be used o
submit patent information relating to an approved supplement
under 21 CFR 314.53(d) to change the formulation, add a new
indication or other condition of use, change the strength, or to
make any other patented change regarding the drug, drug
product, or any method of use.

« Form 3542 is also to be used for patents issued after drug
approval. Fatents issued after drug approval are required to be
submitted within 30 days of patent issuarce for the patent to be
considered "timely filed.”

+Only information from form 3542 will be used for Orange
Book Publication purposes.

« Forms should be submitted as described in 21 CFR 314.53. An
additional copy of form 3542 to the Orange Book Stafl will
expedite patent publication in the Orange Book. The Oranpe
Book Staff address (as of July 2003} is: Orange Book Staff,
Office of Generic Drugs OGD/HFD-610, 7500 Standish Place,
Rockville, MD 20855.

» The receipt date is the date that the patent information is date
stamped in the central document room. Patents are considered
listcd on the date received.

» Additional copies of these forms may be downloaded from the

Intcrnet at: http./orms, psc.goviorms/fdahm/fdahtm himl.
First Section
Complete all ttems in this section.
1. Genersl Section

Complete all items in this section with reference to the patent
itsell.

[c) Include patent expiration date, including any Haich-Waxman
patent extension atceady granted. Do not include any
applicable pediatric exclusivity. The agency will include
pediatric cxclusivities where applicable upon publication.

1d) TInclude full address of patent owner. [ patent owner resides
outside the U.5. indicatc the country in the zip code block.

le)  Answer this question if applicable. If patent owner and NDA
applicantholder reside in the United States, leave space
blank.

2. Drug Substance (Active Ingredient)

Complete all items in this section if the patent claims the drug
substance that is the subject of the pending NDA, amendment, or
supplement.

2.4} Name the polymorphic form of the drug identified by the
patent,

2.5} A patent for a metabolite of the approved active ingredient
may not be submitted. If the patent claims an approved
method of using the approved drug product to administer
the metabolite, the patent may be submitted as a method of
use patent depending on the responses o section 4 of this

form.

2.7y Answer this question only if the patent is a product-by-

process patent.
3. Drug Product (Compesition/Formulation}

Complete all items in this section if the patent claims the drug
product that is the subject of the pending NDA, amendment, or
supplement,

3.3} An answer to this question is required only if the referenced
patent is a product-by-process patent.

4. Method of Use

Complete all items in this section if the patent claims a method of
use of the drug praduct that is the subject of the pending NDA,
amendment, ar supplement.

47y Identify by number each claim in the patent that claims the

use(s) of the dmg for which approval is being sought.
Indicate whether or not each individual ctaim is a claim for
a method(s) of use of the drug for which approvai is being
saught.

4.2a) Specify the part of the proposed drug labeling that is
claimed by the patent.

5. No Relevant Patents

Complete this section enly if applicable.
6. Declaration Certification
Complete all items in this section.

6.2) Authorized signature. Cheek one of the four boxes that best
describes the authorized signature.

FORM FDA 3542a (7/03)
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EXCLUSIVITY SUMMARY FOR NDA # 21-660 SUPPL #

TradeName ABRAXANE for Injectable Suspenion

Generic Name paclitaxel protein-bound particles for injectable
suspension

Applicant NameAmerican BioScience, Inc.

HFD # 150

Approval Date If Known

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original
applications, and all efficacy supplements. Complete PARTS II and
ITTI of this Exclusivity Summary only if you answer "yes" to one or
more of the following question about the submission.

a) Is it a 505(b) (1), 505(b) (2} or efficacy supplement?
YES / X / NO /__ /

If yes, what type? Specify 505(b) (1), 505(b){(2), SE1, SE2, SE3,SE4,
SES, SE6, SE7, SES

505 (b) {2)

¢} Did it require the review of c¢linical data other than to
support a safety c¢laim or change in labeling related to
safety? (If it required review only of bicavailability or
bicequivalence data, answer "no.")

YES /_ X/ NO / /[

It your answer is "no" because you believe the study is a
biocavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it 1is a biocavailability study,
including your reasons for disagreeing with any arguments made
by the applicant that the study was not simply a
bicavailability study.

If it is a supplement requiring the review of clinical data
but it is not an effectiveness supplement, describe the change
or c¢laim that is supported by the clinical data:

Page 1




d) Did the applicant request exclusivity?
YES / X / NOo /_ /

If the answer tc (d) is "yes," how many vears of exclusivity
did the applicant request?

3 years

e) Has pediatric exclugivity been granted for this Active

Moiety?
X QQ< ga“«
YES /_&/ NO / @YH
If the answer to the above quesgtion in YES, ig this approval a

result of the studies submitted in response to the Pediatric
Writen Request?

IF YOU HAVE ANSWERED "Y"NO" TO ALL CF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.
2. 1Is this drug product or indication a DESI upgrade?

YES / / NO / X/

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 8 (even i1f a study was required for the upgrade) .

PART IT FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug
product containing the same active moiety as the drug under
consideration? Answer "yes" if the active moiety (including other
esterified forms, sgalts, complexes, chelates or clathrates) has
been previously approved, but this particular form of the active
moiety, e.g., this particular ester or salt (including salts with
hydrogen or coordination bonding) or other non-covalent derivative
(such as a complex, chelate, or clathrate) has not been approved.
Answer "no" if the compound regquires metabolic conversion (other
than deesterification of an esterified form of the drug) to produce
an already approved active moiety.

Page 2




YES / X / NO /___/
If "yes," identify the approved drug product(s) containing the

active moiety, and, if known, the NDA #(s).

NDAH 20262 Taxol
NDAH#
NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in
Part II, #1), has FDA previously approved an application under
section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-
before-approved active moiety and one previously approved active
moiety, answer "yes." (An active moilety that is marketed under an
OTC monograph, but that was never approved under an NDA, is
considered not previously approved.)

YES / / NO / /
If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s).
NDAH#
NDA#
NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY
TO THE SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part
IT of the summary should only be answered “"NO'' for original
approvals of new molecular entities.) IF "“"YES'' GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or
supplement must contain "reports of new clinical investigations
(other than biocavailability studies) essential to the approval of
the applicaticn and conducted or sponsored by the applicant." This
section should be completed only if the answer to PART II, Question
1l or 2 was "yes."
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1. Does the application contain reports of <c¢linical
investigations? (The Agency interprets "clinical investigations"
to mean invegtigations conducted on humans other than
bicavailability studies.) If the application contains clinical
investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to
guestion 3{a). If the answer to 3(a} 1is ‘"yes" for any
investigation referred to in another application, do not complete
remainder of summary for that investigation.

YES /X / NO / /
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is '"essential to the approval" if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the investigation is
not essential to the approval if 1) no clinical investigation is
necessary to support the supplement or application in light of
previously approved applications (i.e., information other than
clinical trials, such as biocavailability data, would be sufficient
to provide a basis for approval as an ANDA or 505 (b) (2) application
because of what is already known about a previously approved
product), or 2) there are published reports of studies (other than
those conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient to
support approval of the application, without reference to the
clinical investigation submitted in the application.

(a) In 1light of previously approved applications, is a
clinical investigation {either conducted by the applicant or
available from some other source, including the published
literature) necessary to support approval of the application
or supplement?

YES / X/ NO /[

If "no," state the basis for your conclusion that a clinical
trial is not necessary for approval AND GO DIRECTLY TO
SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug product
and a statement that the publicly available data would not
independently support approval of the application?

YES / X/ NO / /

(1) If the answer to 2(b) is "yes," do you personally
know of any reason to disagree with the applicant's
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conclugion? If not applicable, answer NO.

YES / / NO / X /

1f yes, explain:

(2} If the answer to 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data that could
independently demonstrate the safety and effectiveness of
this drug product?

YES /_ / NO / X/

If yes, explain:

(c) If the answers to (b){1) and (b} (2} were both '"no,*"
identify the clinical investigations submitted in the
application that are essential to the approval:

Phase 3 gtudy (Protocol CA012-0) comparing paclitaxel protein-

Particles 260 mg/m’ to 175 mg/m° of Taxol®.

Studies comparing two products with the same ingredient{s) are
considered to be bioavailability studies for the purpose of this
section.

3. In addition to being essential, investigations must be "new" to
support exclusivity. The agency interprets "new c¢linical
invegtigation" to mean an investigation that 1} has not been relied
on by the agency to demonstrate the effectiveness of a previously
approved drug for any indication and 2) does not duplicate the
results of another investigation that was relied on by the agency
to demonstrate the effectiveness of a previously approved drug
product, 1i.e., does not redemonstrate something the agency
considers to have been demonstrated in an already approved
application.

a} For each investigation identified as "essential to the
approval," has the investigation been relied on by the agency
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esgential to approval must also have been conducted or sponsored by
the applicant. An investigation was "conducted or sponsored by"

investigation, 1) the applicant was the sponsor of the IND named in

to demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support
the safety of a previously approved drug, answer '"no.")

Investigation #1 YES / / NO /X /

Investigation #2 YES / / NO / /

If you have answered "yes" for one or more investigations,
identify each such investigation and the NDA in which each was
relied upon:

b} For each investigation identified as '"egsential to the
approval'", does the invegtigation duplicate the results of
ancther investigation that was relied on by the agency to
support the effectiveness of a previously approved drug
product?

Investigation #1 YES [/ / NO / X /

Investigation #2 YES / / NO [/ /

If you have answered '"yes" for one or more investigation,
identify the NDA in which a similar investigation was relied
on:

c) TIf the answers to 3{(a) and 3{b}) are no, identify each "new"
investigation in the application or supplement that is
essential to the approval {i.e., the investigations listed in
#2(c), less any that are not "new"}:

Protococl CAQ12-0

To be eligible for exclusivity, a new investigation that is

applicant 1if, before or during the conduct of the

the form FDA 1571 filed with the Agency, or 2) the applicant (or
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its p
study
perce

IND #

IND #

redecessor in interest) provided substantial support for the
. Ordinarily, substantial support will mean providing 50
nt or more of the cost of the study.

a) For each investigation identified in response to question
3(¢): if the investigation was carried out under an IND, was
the applicant identified on the FDA 1571 asg the sponsor?

Investigation #1 1

55974 YES / X [/ ' NO / /  Explain:
'
1

Investigation #2 !

YES / / . NO / /  Explain:

(b) For each investigation not carried out under an IND or for
which the applicant was not identified as the sponsor, did the
applicant certify that it or the applicant's predecessor in
interest provided substantial support for the study?

Investigation #1.

YES [/ / Explain NO / /  Explain

!
|
|
i
i

Investigation #2

[
|
1
!
YES / / Explain ! NO / /  Explain
|
|
!
!

(c) Notwithstanding an answer of "yes" to (a) or (b), are
there other reascns to believe that the applicant should not
be credited with having "conducted or sponsored" the study?
{(Purchased studies may not be used as the basis for
exclusivity. However, if all rights to the drug are purchased
(not just studies on the drug), the applicant may be
congidered toc have sponsored or conducted the studies
gponsored or conducted by its predecesgor in interest.)
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YES / / NO / X [/
If yes, explain:
Signature Date
Title: Sheila Rvan, Pharm.D. 01/ /2005
Signature of Office/ Date
Division Director ﬁgQZA/l/ﬁ1fh_‘;
Richard Pazdur, M.H. 01/671 /2005

Form OGD-011347 Revised 05/10/2004
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Grant Williams
1/7/05 11:39:56 AM
For Dr. Pazdur




PEDIATRIC PAGE ‘
(Complete for all filed original applications and efficacy supplements)
NDA/BLA #:_ 21-660 Suppiement Type (e.g. SES): Supplement Number:
Stamp Date:  March 8, 2004 Action Date:__ January 8, 2005
HFD__150 Trade and generic names/dosage forin: _Abraxane (nmab paclitaxel) for Injectable Suspension ™ mL)
Applicant: American Biosciene, Ing, Therapeutic Class: 58

Indication(s) previously approved:
Each approved indication must have pediatric studies: Completed, Deferred, and/or Waived.
Number of indications for this application(s): i

Indication #1: e

Is there a full waiver for this indication (check one)?
X Yes: Please proceed to Section A.
O No: Please check all that apply: Partial Waiver Deferred Completed

NOTE: More than one may apply
Please proceed te Section B, Section C, and/or Section D and complete as necessary.

| Section A: Fully Waived Studies

Reason(s) for full waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Other:

ooo>g

I studies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section B: Partially Waived Studies

Age/weight range being partially waived:

Min kg mo. yr. Tanuner Stage

Max kg mao. yr. Tanner Stage
Reason(s) for partial waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children ‘

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

0000000




NDA 21-660
Page 2

If studies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
complete and should be entered into DFS.

Section C: Deferred Studies

Age/weight range being deferred:

Min kg mo. yr. Tanner Stage
Max kg mg, yr. Tanner Stage

Reason(s) for deferral:

(O Products ix this class for this indication have been studied/labeled for pediatric population
(] Disease/condition does not exist in children

0 Too few chitdren with disease to study

0O There are safety concerns

O Adult studies ready for approval

QO Formulation needed
Other:

Date studies are due (mm/dd/yy):

If studies are completed, proceed to Section D). Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section D: Completed Studies

Age/weight range of completed studies:

Min kg mao. yI. Tanner Stage
Max kg mo, yr. Tanner Stage
Comments:

If there are additional indications, please proceed to Attachment A. Otherwise, this Pediatric Page is complete and should be entered
into DFS.

This page was completed by:

{See appended electronic signature page}

Sheila Ryan, Pharm.D.
Regulatory Project Manager

cc: NDA 21-660
HFD-960/ Grace Carmouze

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE DIVISION OF PEDIATRIC DRUG
DEVELOPMENT, HFD-960, 301-594-7337,

(revised 12-22-03)




NDA 21-660
Page 3

Attachment A
(This attachment is to be completed for those applications with multiple indications only.)

Indication #2: N/A

Is there a full waiver for this indication (check one)?
O Yes: Please proceed to Section A.
[0 No: Please check all that apply: Partial Waiver Deferred Completed

NOTE: More thar one may apply
Piease proceed to Section B, Section C, and/or Section D and complete as necessary.

Section A: Fully Waived Studies

Reason(s) for fail waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Other:

ooocoo

If studies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see

Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section B: Partially Waived Studies

Age/weight range being partially waived:

Min kg mo, yr. Tanner Stage

Max kg mo, yr. Tanner Stage

Reason(s) for partial waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

Copo0oocOo

If studies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is

complete and should be entered into DFS.




NDA 21-660
Page 4

Section C: Deferred Studies

Agel/weight range being deferred:

Min kg mo. yr. Tanner Stage
Max kg mo, yr. Tanner Stage

Reason(s) for deferral:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other;

Oo00000

Date studies are due (mm/dd/yy): __.

If studlies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS,

Section D: Completed Studies

Age/weight range of completed studies:

Min kg mo. yr. Tanner Stage,
Max kg mo. yr. Tanner Stage
Comments:

If there are additional indications, please copy the fields above and complete pediatric information as directed. If there are no
other indications, this Pediatric Page is complete and should be entered into DFS.

This page was completed by:

{Sec appended electronic signatare page}

Sheila Ryan, Pharm.D.
Regulatory Project Manager

NDA 21-660
HFD-960/ Grace Carmouze

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE DIVISION OF PEMATRIC DRUG
DEVELOPMENT, HFD-960, 301-594-7337,

(revised 10-14-03)




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Sheila Ryan
5/7/04 12:41:28 PM




American BioScience, Inc.

American Biosciencee. Inc.

DEBARMENT CERTIFICATION

American BioScience, Inc. certifies that in support of this NDA for Abraxane™ (nab
paclitaxel) for Injectable Suspension (company code ABI-007), the company did not
and wiil not employ in any capacity the services of any person debarred under section
306 of the Food, Drug, and Cosmetic Act in connection with this application.

SN Coce_ zeloy

Mitchall G. Clark Date
Vice President, Regulatory Affairs

2730 Wilshire Bivd., Suite 110 Santa Monica, Califorsia 90403 TFel: (310) 853-1300 Fax: (310) 998-8553

N21660




American BioScience, Inc.

i

AMERICAN
ol l‘ ’ W PHARMACEUTICAL
¢ am PARINERS, INC.

DEBARMENT CERTIFICATION

American Pharmaceutical Partners, Inc. certifies that in support of this NDA for ABI-007, the
company did not and will not employ in any capacity the services of any person, listed under
Bttp:-wis e Glagos vra complianee, refdebaridetauit him, who are debarred urder subsections
(a) or (b) [section 306(a) or (b)] of the Generic Drug Enforcement Act of 1992, and listed under

2/57(53

Mia 1, Date
Vice President, Hurman Resources

101 PERIMETER DRIVE, SUITE 300
SCHAUMBURG. ILLINOIS 40173-5837

N21660




American BioScience, Inc.

S K i e e AR

TO AMERICAN BIOSCIENCE, INC. SANTA MONICA, CA 90403 (AMERICAN
PHARMACEUTICAL PARTNERS):

certifies that

— . did not and will not employ in any capacity the services of
any person listed under http:/iwww fda govioralcompliance refidebar/default htrm

who are debarred under section 306 of the Food, Drug, and Cosmetic Act in

connection its approved application for Albumin Human, USP.

— April 25, 2003

N21660




American BioScience, Inc. N21660
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DEBARMENT CERTIFICATION

- certifies that in support of this NDA for ABI-007, the company did
not and will not employ in any capacity the services of any person listed under
hitp .//www.fda.gov/oralcompliance ref/debar/defaulthtm, who are debarred
under section 306 of the Food, Drug, and Cosmetic Act in connaction with this
application.




American BioScience, Inc. N21660

July 22, 2003

Mr. Mitchall Clark

American BioScience, Inc.

2730 Wilshire Boulevard, Suite 110
Santa Monica, CA 90403

Dear Mr. Clark:

- i§ a supplier of services to the
pharmacentical industry in general as well as to American BioScience, Inc. in particular.
=== ; out its operations in compliance with the current policies, guidelines and
regulations promulgated by the Food and Drug Administration (FDA) under requirernents
of the Federal Food, Drug, and Cosmetic Act and related Acts.

Inasmuch as - provides pharmaceutical services to American BioScience, Inc., the
results of those services (records and data) may be used by American BioScience, Inc. in
applications 1o the FDA seeking marketing approval aow wishes to fulfill its
obligation to American BioScience, Inc. by attesting to compliance with the Generic Drug
Enforcement Act of 1992. Specifically:

. .. - , certifies that, in the course of
supplying pharmaceutical services to American BioScience, Inc. in support of any
of its drug marketing applications, it did not and will not use in any capacity the
services of any person or firm debarred under subsections (a) or (b) of section 306
of the Generic Drug Enforcement Act of 1992,

2. — :., certifies that, to the best of its
knowledge, no person in the firm or affiliated with the firm and responsible for the
development or submission of records or data in support of any abbreviated drug
application for American BioScience, Inc. has been convicted within the last five
years of any crime described in subsecttons (a) and (b) of section 366 of the
Generic Drug Enforcement Act of 1992,

— ., Stands ready to provide American
BioScience, Inc. with any additional information that may be required in support of the
above certifications.




NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

NDA 21-660 Efficacy Supplement Type SE-

Supplement Number

Drug: Abraxane (paclitaxel protein bound particles) for
Injectable Suspension

Applicant: American BioScience, Inc.

RPM: Sheila Ryan

HFD-156 Phone # 301-594-5771

Application Type: {) 505(bX1) (V) 505(0)(2)

(This can be determined by consulting page 1 of the NDA
Reguiatory Filing Review for this application or Appendix
A to this Action Package Checklist.)

If this is a 505(b)(2) application, please review and
confirm the information previously provided in
Appendix B to the NDA Regulatory Filing Review.
Please update any information (inciluding patent
certification information) that is no longer correct.

(\’ )} Confirmed and/or corrected

Listed drug(s) referred to in 505(b)(2) application (NDA #(s), Drug
name(s)):

NDA 20-262 Taxol (paclitaxel) Injection

-

% Application Classifications:

-

*  Review priority

(V)Standard () Priority

¢ Chem class (NDAs only) - 5
s  Other (e.g., orphan, OTC) 7 ) S B
+» User Fee Goal Dates 1-08-05
%+ Special programs (indicate all that apply) () None
Subpart H

()21 CFR 314.510
(accelerated approval)
{)21CFR 314.520
(restricted distribution}
() Fast Track
(\f) Rolling Review
()CMA Pilot 1
() CMA Pilot 2

L)
‘.‘

User Fee Information

. Usetj Fee

¢ User Fee waiver

+  User Fee exception

(¥) Paid UF ID number 4554

() Small business

() Public health

() Barrier-to-Innovation

() Other (specify)

() Orphan designation

() No-fee 505(b)(2) (see NDA
Regulatory Filing Review for
instructions}

( ) Other {specify)

_Application Integrity Policy (AIP)
l .

Applicant is on the AIP

Version: 6/16/2004

( )‘ Ve§ ™ No



NDA 21-660
Page 2
i s This application is on the AIP () Yes (Y)No
*  Exception for review (Center Director’s memo)
»  OC clearance for approval
%+ Debarment certification: verified that qualifying language (e.g., willingly, knowingly) was (xl) Verified

not used in certification & certifications from foreign applicants are cosigned by US agent.

-
0.0

T

Information: Verify that form FDA-3542a was submitted for patents that claim
the drug for which approval is sought.

Patent

(\f) Verified

e Patent certification [505(b)(2) applications]: Verify that a certification was
submitted for each patent for the listed drug(s) in the Orange Book and identify
the type of certification submitted for each patent.

(G

21 CFR 314.50(D)(1)()(A)
() Verified

21 CFR 314.50(i1)
() (i)

*  [505(b)2) applications] If the application includes a paragraph III certification, it
cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatively approved if it is otherwise ready for
approval).

[505{(b)}(2) applications] For each paragraph I'V certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph IV certifications, mark "N/A" and skip to the next box below
(Exclusivity)).

[505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph IV certification:

{1} Have 45 days passed since the patent owner’s receipt of the applicant’s
notice of certification?

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to inciude documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))).

If “Yes, " skip to question (4} below. If "Ne,” continue with question (2).

(2) Has the patent owner {or NDA hclder, if it is an exclusive patent licensee)
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107(f)(3)?

If "Yes, " there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph [V certifications, skip to the next box below (Exclusivity).

If "Neo, " continue with question (3).

{3) Has the patent owner, its representative, or the exclusive patent licensee
filed a lawsuit for patent infringement against the applicant?

(\) N/A (no paragraph IV certification)
() Verified

() Yes () No
() Yes () No
{)Yes {) No

Version: 6/16/2004
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(Note: This can be determined by confirming whether the Division has
received a written notice from the applicant (or the patent owner or its
representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(f)(2))).

If “"No," the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive jts
right to bring a patent infringement action or to bring such an action. After the
45-day period expires, continue with question (4) below.

(4} Did the patent owner (or NDA holder, if it is an exclusive patent licensee)
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(f)(3)?

If “Yes,"” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph [V certifications, skip to the next box below (Exclusivity).

If "No, " continue with question (5).

(5) Did the patent owner, its representative, or the exclusive patent licensee
bring suit against the applicant for patent infringement within 45 days of
the patent owner’s receipt of the applicant’s notice of certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the applicant (or the patent owner or its
representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314, 107(£)(2)). If no written notice appears in the
NDA file, confirm with the applicant whether a lawsuit was commenced
within the 45-day period).

If “Ne. " there is no stay of approval based on this certification. Analyze the
next paragraph IV certification in the application, if any. If there are no other
paragraph [V certifications, skip to the next box below (Exclusivity).

If "Yes.” a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the Director, Division of Regulatory Policy If, Office
of Regulatory Policy (HED-007) and attach a summary of the response.

() Yes {)No

() Yes () No

%+ Exclusivity (approvals ouly)

Exclusivity summary

Is there remaining 3-year exclusivity that would bar effective approval of a
505(b}2) application? (Note that, even if exclusivity remains, the application
may be tentatively approved if it is otherwise ready for approval.)

No

Is there existing orphan drug exclusivity protection for the “same drug” for the
proposed indication(s)? Refer to 21 CFR 316.3(b)(13) for the definiiion of “same
drug” for an orphan drug (i.e., active moiaty), This definition is NOT the same
as that used for NDA chemical classification.

() Yes, Application
#
(¥) No

Administrative Reviews (Project Manager, ADRA) {indicate date of each review)

Filing Review 5-18-04
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Actions

b

L S B e e R R R e

¢  Proposed action

(N AP () TA ()AE () NA

s Previous actions (specify type and date for each action taken)

N/A

e  Status of advertising (approvals only)

(\i) Materials requested in AP
letter

< Public communications

() Reviewed for Subpart H

»  Press Office notifted of action (approval only)

(V) Yes () Not applicable

* Indicate what types (if any} of information dissemination are anticipated

(\’) None

() Press Release

() Talk Paper

() Dear Health Care Professional

*a

o

Labehng (package insert, patlent package insert (if apphcable) MedGuide (if apphcab]e)

)

Letter

» Division’s proposed labeling (only if generated after latest applicant submission
__oflabeling)

. Most recent apphcant-proposed [abelmg

. Ongmal apphcant -proposed labeling

* Labeling reviews (including DDMAC, DMETS, DSRCS) and minutes of
labelmg meetings (indicate dates of reviews and meetings)

!

'V 3-404

\f 12-20-04

"DPDMAC: 10-14-04
DMETS: 11-16-04

*  Applicant proposed

¢+ Reviews

T | DSRCS:  1-5-05
. Other relevant Vlrabeimg (e. g ;ostrecent3-1t{-elass (;Iz-i_smsmlabelmg) N?A
* Labels (lmmedlate container & carton labels)
. Dw1510n pro_poeed (arﬁ}m.f_génergiéﬁ—;ﬁé}' latest a;:;_)hcan?submlssmnl o _\_’
6-21-04

See CMC and DMETS re_;iews

o Post—marketmg commltments

1-4-05

. Agency request for post- marketmg comm1tments
e Documentation of discussions and/or agreements relatmg to post marketmg 1-4-05
commitments
< Outgoing correspondence (i.e., letters, E-mails, faxes) )

¢ Memoranda and Telecons

D Mmutes of Meetmgs

« E OP2 meetmg (mdlcate date)

v (see outgoing correspondence)

5-3-01

. Pre NDA meetmg (mdlcate date)

e Pre- Approval Safety Conference (mdn:dte date appro\als oniy)

3 19 03 and 11-21- 03

+  Other Fllmg meetmg 5 7-04
- Advnsory Commlttee Meetmg
. Date of Meeting I o ) R}‘; T T
. “48-hour alert o o e | N/A . o
o Federal Register Notices, DESI documents, NAS/NRC reports (if applicable) N/A

Version: 6/16/2004
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Summary Reviews (e.g., Office Director, Division Director, Medical Team Leader)
(indicate date for each review)

.
AT

T Ty

e e

Div. Director Memo: 2-7-05

B

Soomnn e e e U HITIICA L T e
% Clinical review(s) (indicate date for each review) 1-7-05
% Microbiology (efficacy) review(s) (indicate date for each review) N/A
% Safety Update review(s) (indicate date or location if incorporated in another review) 1-7-05
“ Risk Management Plan review(s) (indicate dateflocation if incorporated in another rev) N/A
%+ Pediatric Page(separate page for each indication addressing status of all age groups) 5/7/04
% Demographic Worksheet (NME approvals only) N/A
% Sratistical review(s) (indicate date for each review) 12-3-04
<+ Biopharmaceutical review(s) (indicate date for each review) 1-4-05
% Controlled S'ubstance Staff review(s) and recommendation for scheduling (indicate date N/A

Jfor each review)

Clinical Inspection Review Summary (DSI)

s (Clinical studies

+ Bioequivalence studies

N/A

7 i-lO-OS

CMC review(s) (indicate date for each review)

Environmental Assessment

*  Categorical Exclusion (indicate review date)
* Review & FONSI (indicate date of review)

s Review & Environmental Impact Statement (indicate date of each review)

12-7-04

12-7-04

N/A

N/A

Microbiology (validation of sterilization & product sterility) review(s) (indicate date for
each review)

2-20-04 and 5-24-04

Facilities inspection (provide EER report)

Date completed: 8-2-04
(\’) Acceptable
() Withhold recommendation

Methods validation

() Completed
™ Requested

J

Nonclinical Pharm/Tox Tifor

() Not yet requested

Pharm/tox review(s), including referenced IND reviews findicate date for each review)

o 12-20-04
*» Nongclinical inspection review summary N/A '
< Statistical review(s) of carcinogenicity studies (indicate date for each review) N/A

% CAC/ECAC report N/A

Version. 6/16/2004
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Appendix A to NDA/Efficacy Supplement Action Package Checklist

An application is likely to be a 505(b)(2) application if:

(1) it relies on literature to meet any of the approval requirements (unless the applicant has a written right of
reference to the underlying data)

(2) it relies on the Agency's previous approval of another sponsor’s drug product (which may be evidenced
by reference to publicly available FDA reviews, or labeling of another drug sponsor's drug product) to
meet any of the approval requirements (unless the application includes a written right of reference to
data in the other sponsor's NDA)

(3) it relies on what is "generally known" or "scientifically accepted" about a class of products to support
the safety or effectiveness of the particular drug for which the applicant is seeking approval. (Note,
however, that this does not mean any reference to general information or knowledge (c.g., about discase
etiology, support for particular endpoints, methods of analysis) causes the application to be a 505(b)(2)
application.)

(4) it seeks approval for a change from a product described in an OTC monograph and relies on the
monograph to establish the safety or effectiveness of one or more aspects of the drug product for which
approval is sought (see 21 CFR 330.11).

Products that may be likely to be described in a 505(b)(2) application include combination drug products (e.g.,
heart drug and diuretic (hydrochlorothiazide) combinations), OTC monograph deviations, new dosage forms,
new indications, and new salts.

““ you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, please consult with
: Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).

Version: 6/16/2004
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: January 5, 2005
TO: Richard Pazdur, M.D., Director
Division of Oncologic Drug Products
HFD-150
VIA: Sheila Ryan, Regulatory Health Project Manager
Division of Oncologic Drug Products
HFD-150
FROM: Jeanine Best, M.S.N_, RN, P.N.P.

Patient Product [nformation Specialist
Division of Survetllance, Research, and Communication Support

HFD-410

THROUGH: Gerald Dal Pan, M.D., M.H.S., Director
Division of Surveillance, Research, and Communication Support
HFD-410

SUBJECT: DSRCS Review of Patient Labeling for Abraxane (paclitaxel

albumin nanoparticle for injectable suspension), NDA 21-660

Background and Summary

The sponsor submitted draft patient labeling June 21, 2004, and revised draft patient labeling on

December 22, 2004 for Abraxane (paclitaxel albumin nanoparticle for injectable suspension),

NDA 21-660. Abraxane is a cancer chemotheraputic agent that is prepared in a healthcare

facility and administered intravenously only by healthcare care professionals. The main purpose

of FDA approved patient labeling is to provide information to patients on the safe and effective

use of a drug product that is primarily used on an outpatient basis without direct supervision by a

healthcare professionals. Medication Guides (for products with serious and significant health

concerns, primarily for outpatient prescriptions used without direct medical supervision) and

Patient Package Inserts (PPIs) for estrogen-containing products and oral contraceptives are

required patient labeling that must be dispensed by a pharmacist with outpatient prescriptions. |
All other PPIs are voluntary and generally do not reach the patient unless they are packaged in
unit-of-use packages with outpatient prescriptions dispensed directly to the patient. There is no
requirement to print voluntary PPIs and no mechanism for the dispensing of any patient
information in supervised medical settings. For these reasons it is unlikely that patients
receiving Abraxane will receive FDA approved patient labeling.

Comments and Recommendations




We have the following comments and recommendations:

i.

The sponsor should state the purpose of a PPI for Abraxane and the mechanism for getting it
to the patient.

The PRECAUTIONS section, Information for Patients subsection of the PI refers prescribers
to the Patient Information Leaflet. Voluntary PPIs are not required to be appended to the
product labeling [21 CFR 201.57(£)(2)}. The Information for Patients subsection should
contain specific counseling information for prescribers to provide to patients regarding the
safe and effective use of the product [21 CFR 201.57(f)(2)].

Rewvise the Patient Package Insert (PP1) to a question and answer format with the content
ordered similarly to Medication Guides. This format is known through research and
experience to improve risk communication to a broad audience of varying educational
backgrounds. Alternate formats are discouraged without supportive data for their
communication effectiveness from studies such as label comprehension testing. Place any
brief information regarding the Disease state at the end of the leaflet or provide a separate
sheet for the disease. The purpose of patient information is to provide the information
regarding the safe and effective use of the drug product.

Simplify the vocabulary and sentence structure for lower literacy readers. A 6to g grade
reading comprehension levet is optimal for all patient information with a reading ease score
of at least 60% (a 60% reading score correlates with an 8% grade reading level).
Approximately 50% of U.S. adults function at a lower literacy level and read at less than an
8" grade level. The Flesch-Kincaid Reading Level of the draft PPI for Abraxane is 9.7 with a
Flesch Reading Ease Score of 51.1%. There are many opportunities to simplify complex
words and statements in this draft PP1.

Avoid the use of all UPPER CASE lettering to emphasize important information (the
tradename is an exception). Upper case lettering is difficult to read. Bold, underline, or
increase the font size of the word or statement for emphasis.

Please call us if you have any questions.




This is a representation of an electronic record that was signed electronicaily and
this page is the manifestation of the electronic signature.

Jeanine Best
1/5/05 01:10:05 PM
DRUG SAFETY OFFICE REVIEWER

Toni Piazza Hepp

1/5/05 01:48:16 PM

DRUG SAFETY OFFICE REVIEWER
for Gerald Dal Pan




CONSULTATION RESPONSE

DIVISION OF MEDICATION ERRORS AND TECHNICAL SUPPORT
OFFICE OF DRUG SAFETY
(DMETS; HFD-420)

DATE RECEIVED: 9/10/04 | DESIRED COMPLETION DATE: i2/04 ODS CONSULT #: 03-0303-1

DATE OF DOCUMENT: PDUFA DATE: 1/8/05
3/4/2004

TO: Richard Pazdur, MD

Director, Division of Oncology Drug Products
HFD-150

THROUGH: Sheila Ryan, Division of Oncology Drug Products

Project Manager
HFD-150

PRODUCT NAME: NDA SPONSOR: American BioScience, Inc.

Abraxane™
(Paclitaxel for Injectable Suspension)
100 mg/vial

NDA#: 21-660

SAFETY EVALUATOR: Felicia Duffy, RN

RECOMMENDATIONS:

L.

DMETS has no objections to the use of the proprietary name Abraxane provided that only one name, Abraxane
{(NDA 65-053) or — . .-, 15 approved. We recognize the Division may overturn this decision
based on preliminary discussions concerning the differentiating product characteristics. However, despite these
product differences, the names are extremely similar in sound and thus we anticipate numerous potential error
reports based on this similarity alone. This is considered a final decision. However, if the approval of this
application is delayed beyond 90 days from the signature date of this document, the name and its associated
labels and labeling must be re-evaluated. A re-review of the name will rule out any objections based upon
approval of other proprietary or established names from the signature date of this document.

. DMETS recommends implementation of the label and labeling revisions outlined i section III of this review in

order to minimize potential errors with the use of this product.
DDMAC finds the proprietary name Abraxane acceptable {rom a promotional perspective.

We recommend consulting Guirag Poochikian, Acting Chair, of the CDER Labeling and Nomenclature
Committee for the proper designation of the established name.




! Carol Holquist, RPh

Director, Division of Medication Errors and Technical Support
Office of Drug Safety
Phone: (301) 827-3242 Fax: (301) 443-9664

APPEARS THIS WAY
ON ORIGINAL

APPEARS 1
Hts
ON omcm;u_w w




Division of Medication Errors and Technical Support (DMETS)
Office of Drug Safety
HFD-420; PKLN Rm. 6-34
Center for Drug Evaluation and Research

PROPRIETARY NAME REVIEW

DATE OF REVIEW: October 4, 2004
NDA# 21-660
NAME OF DRUG: Abraxane™

(Paclitaxel for Injectable Suspension)
100 mg/vial

NDA HOLDER: American BioScience, Inc.

***NOTE: This review contains proprietary and confidential information that should not be
released to the public.***

INTRODUCTION:

This consult was written in response to a request from the Division of Oncology Drug Products (HFD-
150), for a re-review of the proprietary name, “Abraxane”, regarding potential name confusion with other
proprietary or established drug names. Container labels, carton and insert labeling were provided for
review and comment. DMETS previously reviewed this proprietary name in ODS consult #03-0303 on
Januaryi2, 2004 and found the name acceptable.

PRODUCT INFORMATION

Abraxane is the proprietary name proposed for Paclitaxel Albumin for Injection, a nanoparticle albumin
bound (nab) formulation of paclitaxel. The nab formulation allows administration of paclitaxel without
the toxicities associated with the solvent, cremophor, present in currently marketed products. Paclitaxel
Injection 6 mg/mL is currently marketed under the proprictary name, Taxol, and by generic
manufacturers. Abraxane is indicated for treatment of breast cancer after failure of initial chemotherapy
for metastatic disease or relapse within 6 months of adjuvant chemotherapy. The recommended dosage
for Abraxane in this indication is 260 mg/m’ every three weeks, in contrast to Paclitaxel Injection which is
dosed at 175 mg/m’ every three weeks. Abraxane may also be infused over a 30 minute time period as
compared to the three hour infusion time required for currently marketed paclitaxel injection products.
Abraxane is available in single dose vials containing 100 mg of paclitaxe] and 900 mg of human albumin.
When reconstituted with 20 mL of 0.9% sodium chloride, each mL contains 5 mg of paclitaxel.




RISK ASSESSMENT:

The medication error staff of DMETS conducted a search of several standard published drug product
reference texts"? as well as several FDA databases’ for existing drug names which sound-alike or
look-alike to Abraxane to a degree where potential confusion between drug names could occur under
the usual clinical practice settings. A search of the electronic online version of the U.S. Patent and
Trademark Office’s Text and Image Database was also conducted®. The Saegis’ Pharma-In-Use
database was searched for drug names with potential for confusion. An expert panel discussion was
conducted to review all findings from the searches.

A. EXPERT PANEL DISCUSSION (EPD)

An Expert Panel discussion was held by DMETS to gather professional opinions on the safety of
the proprietary name Abraxane. Potential concerns regarding drug marketing and promotion
related to the proposed name were also discussed. This group is composed of DMETS
Medication Errors Prevention Staff and representation from the Division of Drug Marketing,
Advertising, and Communications (DDMAC). The group relies on their clinical and other
professional experiences and a number of standard references when making a decision on the
acceptability of a proprietary name.

1. DDMAC finds the proprietary name Abraxane acceptable from a promotional perspective.
2. The Expert Panel identified two proprietary names that were thought to have the potential for

confusion with Abraxane. These products are listed in table 1 (see page 4), along with the dosage
forms available and usual dosage.

! MICROMEDEX Integrated Index, 2004, MICROMEDEX, Inc., 6200 South Syracuse Way, Suite 300, Englewood, Colorado
80111-4740, which includes all products/databases within ChemKnowledge, DrugKnowledge, and RegsKnowledge Systems.

? Facts and Companisons, online version, Facts and Comparisons, St. Louis, MO.

* AMF Decision Support System [DSS], the Division of Medication Errors and Technical Support {DMETS] database of
Proprietary name consultation requests, New Drug Approvals 98-04, and the electronic online version of the FDA Orange
Book.

* WWW location http:/fwvw.uspto.gowtmdb/imdex html.

5 Data provided by Thomson & Thomson’s SAEGIS ™ Online Service, available at www.thomson-thomson.com
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Table 1: Potential Sound-Alike/Look-Alike Names Identified by DMETS Expert Panel

Blenoxane Bleomycin Sulfate 02510 0.5 units/kg (10 -20 units/m?) LA
Powder for Injection: 15 units/vial, administered 1V, IM, or SC once or
30 units/vial twice weekly

*Frequently used, not all-inclusive.
**L A (look-alike), SA (sound-alike)
***Name pending approval. Not FOI releasable.

B. PHONETIC and ORTHOGRAPHIC COMPUTER ANAL YSIS (POCA)

As part of the name similarity assessment, proposed names are evaluated via a
phonetic/orthographic algorithm. The proposed proprietary name is converted into its phonermic
representation before it runs through the phonetic algorithm. Likewise, an orthographic algorithm
exists which operates in a similar fashion. All names considered to have significant phonetic or
orthographic similarities to Abraxane were discussed by the Expert Panel (EPD).

C. SAFETY EVALUATOR RISK ASSESSMENT

Since the initial review, two additional names were identified as having phonetic and orthographic
similarities to Abraxane. The primary concerns related to look-alike and sound-alike confusion
witb == and Blenoxane.

" NOTE: This review contains proprietary and confidential information that should not be released to the public.***
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2. Blenoxane may look similar to Abraxane when scripted. Blenoxane contains bleomycin
sulfate and is indicated for the treatment of Hodgkin and non-Hodgkin lymphoma, head and
neck squamous cell carcinoma, testicular cancer and malignant pleural effusions. The usual
dose for Blenoxane is 10-20 units/m”. It is administered either intravenously, intramuscularly,
or subcutancously. Blenoxane is available as a powder for injection. Blenoxane powder must
be refrigerated, however it is stable at room temperature after reconstitution. Blenoxane and
Abraxane may look similar because they both share the same ending (“xane™). In addition, the
letters “a” and “‘o” preceding “xane” may look similar when scripted. Contrarily, the prefix of
both names differ when scripted (“Blen” vs. “Abr”). Product similarities between Blenoxane
and Abraxane include indication for use (cancer), route of administration (intravenous),
dosage form (injectable), and prescriber population (oncologist). Despite the overlapping
characteristics, both product differ in strength
(15 units/vial and 30 units/vial vs. 100 mg vial), usual dosage (10-20 units/m’ vs.

260 mg/m’), frequency of administration {once or twice weekly vs. once every 3 weeks), and
storage conditions (refrigeration vs. room temperature). Although Blenoxane and Abraxane
share a few overlapping product characteristics, the differentiating product characteristics
including strength, usual dosage, frequency of administration, storage conditions, and the lack
of strong orthographic similarities help to minimize the potential for medication errors.

Blenoxane Abraxane

LABELING, PACKAGING, AND SAFETY RELATED ISSUES:

In the review of the container labels, carton and insert labeling of Abraxane, DMETS has attempted to
focus on safety issues relating to possible medication errors. DMETS has identified the following areas
of possible improvement, which might minimize potential user error.

A. GENERAL COMMENTS

DMETS notes the sponsor has used technology within the established name, “

o . . In addition, the word appears above the
proprietary name. Please delete the word as it is not a part of the proprietary or established
name. We recommend consulting Guirag Poochikian, Acting Chair, CDER Labeling and
Nomenclature Committee for the proper designation of the established name.



B. CONTAINER LABEL (100 mg vial)

C. CARTON LABELING (100 mg vial)

CLUIPHASLAC 1S NpoTiance
D. PACKAGE INSERT LABELING

Preparation for Intravenous Administration

In the second to last paragraph, the following statement exists: “The use of an in-line filter is not
recommended.” DMETS questions if the filter has a negative effect on the product and if so, what

are the implications? The next sentence reads: - X
* This statement is contradictory to the previous statement that does not

recommend the use of a filter?




i

E. PATIENT PACKAGE INSERT

No comment.

IV. RECOMMENDATIONS:

A.

DMETS has no objections to the use of the proprietary name Abraxane provided that only one
name, Abraxane (NDA 65-053) or ,» 1s approved. We recognize the
Division may overturn this decision based on preliminary discussions concerning the different
product characteristics. However, despite these product differences, the names are extremely
similar in sound and thus we anticipate numerous potential error reports based on this similarity
alone. This is considered a final decision. However, if the approval of this application is delayed
beyond 90 days from the signature date of this document, the name and its associated labels and
labeling must be re-evaluated. A re-review of the name will rule out any objection based upon
approval of other proprietary or established names from the signature date of this document.

DMETS recommends implementation of the label and labeling revisions outlined in section 111 of
this review that might lead to safer use of the product. We would be willing to revisit these issues
if the Division receives another draft of the labeling from the manufacturer.

DDMAC finds the proprietary name Abraxane acceptable from a promotional perspective.

We recommend consulting Guirag Poochikian, Acting Chair, of the CDER Labeling and
Nomenclature Committee for the proper designation of the established.

DMETS would appreciate feedback of the final outcome of this consult. We would be willing to meet
with the Division for further discussion, if needed. If you have further questions or need clarifications,
please contact Sammie Beam, project manager, at 301-827-3242,

Felicia Duffy, RN

Safety Evaluator

Division of Medication Errors and Technical Support
Office of Drug Safety

Concur:

Alina Mahmud, RPh

Team Leader

Division of Medication Errors and Technical Support
Office of Drug Safety




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Felicia Duffy
11/16/04 01:26:32 PM
DRUG SAFETY OFFICE REVIEWER

Carol Holquist
11/16/04 04:06:47 PM
DRUG SAFETY OFFICE REVIEWER




NDA REGULATORY FILING REVIEW
(Including Memo of Filing Meeting)

NDA # 21-660 Supplement # n/a SEl SE2 SE3 SE4 SE5 SE6 SE7 SE8

Trade Name:  Abraxane

Generic Name: nab paclitaxel for injectable suspenston
Strengths: —g/mL

Applicant: Anmerican BioScience, Inc

Date of Application: March 4, 2004

Date of Receipt: March 8, 2004

Date clock started after UN: n/a

Date of Filing Meeting: May 7, 2004

Filing Date: May 7, 2004

Action Goal Date {optional): User Fee Goal Date: January 8, 2005

Indication(s) requested: Metastatic breast cancer

Type of Original NDA: (b)Y1) (1)(2) X
OR
Type of Supplement: (b)(1) (b)2)

NOTE: A supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or
a (b)(2). If the application is a (b)(2) application, complete the (b)(2) section at the end of this review.

Therapeutic Classification: S X p

Resubmission after withdrawal? No Resubmission after refuse to file? NO
Chemical Classification: (1,2,3 etc.) 5

Other (orphan, OTC, cic.) Fast track and rolling review

User Fee Status: Paid Yes Exempt (orphan, government)

Waived {(e.g., small business, public health)

Form 3397 (User Fee Cover Sheet) submitted: YES
User Fee ID # 4554
Clinical data? YES X Also, Referenced to NDA #  20-262

[s there any 5-year or 3-ycar exclusivity on this active moiety in either a (b)(1) or a (b}(2) application?

NO
If yes, explain:
Does another drug have orphan drug exclusivity for the same indication? NO
Taxol has orphan exclusivity until §-4-04 for AIDs related Kaposi’s sarcoma.
If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness
[21 CFR 316.3(b)(13)]? NO
Is the application affected by the Application Integrity Policy (AIP)? NO

If ves, explain.
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If yes, has OC/DMPQ been notified of the submission? N/A
¢ Does the submission contain an accurate comprehensive index? YES
« Was form 356h included with an authorized signature? YES

If foreign applicant, both the applicant and the U.S. agent must sign.

s  Submission complete as required under 21 CFR 314.507 YES
If no, explain:

e [fan electronic NDA, does it follow the Guidance? YES
If an electronic NDA, all certifications must be in paper and require a signature.
Which parts of the application were submitted in electronic format?

Additional comments:

e Ifin Common Technical Document format, does it follow the guidance? N/A

e Isitan clectronic CTD? NO
If an electronic CTD, all certifications must be in paper and require a signature.
Which parts of the application were submitted in electronic format?

Additional comments:

= Patent information submitied on form FDA 3542a? YES

+  Exclusivily requested? YES, 3 years
Note: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is not
required.

o Correctly worded Debarment Certification included with authorized signature? YES

If fereign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Debarment Certification should use wording in FD&C Act section 306(k)(1) i.e.,

“[Name of applicant] hereby certifies that it did not and will not use in any capacily the services of any
person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection with this
application.” Applicant may not use wording such as “To the best of my knowledge . . . .7

e Financial Disclosure forms included with authorized signature? YES
(Forms 3454 and 3455 must be used and must be signed by the APPLICANT.)
Applicant submitted 3454, Form 3435 is not applicable The company certified none of the investigators
had financial interests.
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s Field Copy Certification (that it is a true copy of the CMC technical section)? YES
Refer to 21 CFR 314.101(d) for Filing Requirements
e PDUFA and Action Goal dates correct in COMIS? YES
If not, have the document room staff correct them immediately. These are the dates EES uses for

calculating inspection dates.

e Drug name/Applicant name correct in COMIS? YES

e List referenced IND numbers: 55,974

e End-of-Phase 2 Meeting(s)? Dale(s) 2-5, 2-6, and 5-3-01
If yes, distribute minutes before filing meeting.

¢ Pre-NDA Meetings? Dates: 3-19-03 and 11-21-03
If yes, distribute minutes before filing meeting.

Project Management

All labeling (P1, PPI, MedGuide, carton and immediate container labels) consulted to DDMAC?

YES
¢ Trade name (plus PI and all labels and labeling) consulted to ODS/DMETS? YES
o  MedGuide and/or PPI (plus PI) consulted to ODS/DSRCS? N/A

¢ [fadmug with abuse potential, was an Abuse Liability Assessment, including a proposal for scheduling,
submitted?
N/A

If Rx-to-OTC Switch application:

+ OTC label comprehension studies, all OTC labeling, and current approved PI consulted to ODS/DSRCS?

N/A
s Has DOTCDP been notified of the OTC switch application? N/A
Clinical
= Jf a controlled substance, has a consult been sent to the Controlled Substance Staff?
N/A
Chemistry
* Did applicant request categorical excluston for environmental assessment? YES
If no, did applicant submit a complete environmental assessment? N/A
If EA submitted, consulted to Nancy Sager (HFD-357)? In progress
» [stablishment Evaluation Request (EER) submitted to DMPQ? YES
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e Ifa parenteral product, consulted to Microbiology Team (HFD-805)? YES

If 505(b)(2) application, complete the following section:

¢ Name of listed drug(s) and NDA/ANDA #: Taxol® (paclitaxel) [njection, NDA 20-262

e Describe the change from the listed drug(s) provided for in this (b)(2) application (for example, “This
application provides for a new indication, otitis media” or “This application provides for a change in
dosage form, from capsules to solution™).

This application provides for a change in formulation, dosage form, and administration rate.

= Is the application for a duplicate of a listed drug and eligible for approval under section 505(j) as an
ANDA? (Normally, FDA will refuse-to-file such NDAs.)
NO

o Is the extent to which the active ingredient(s) is absorbed or otherwise made available to the site of action
less than that of the reference listed drug (RLD)? (See 314.54(b)(1)). If yes, the application should be
refused for filing under 314.101(d}(9}.

NO

¢ Is the rate at which the product’s active ingredient(s) is absorbed or otherwise made available to the site of
action unintentionally less than that of the RED? (See 314.54(b)(2)). If yes, the application should be
refused for filing under 314.101{(d)(9).
NO

e  Which of the following patent certifications does the application contain? Note that a patent certification
must contain an authorized signature.

21 CFR 314.50()(1)(i)(A)(1): The patent information has not been submitted to FDA.
21 CFR 314.500)( D{(1)A)(2). The patent has expired.
21 CFR 314.50{1)(1){(i} A}3): The date on which the patent will expire.

21 CFR 314.50(i)(1)(i)}(A)}4): The patent is invalid, unenforceable, or will not be infringed by
the manufacture, use, or sale of the drug product for which the application is submitted.

IF FILED, and if the applicant made a “'Paragraph IV certification {21 CFR
314.50(D)(1)(IN(A)(4}], the applicant must submit a signed certification that the patent holder
was notified the NDA was filed [21 CFR 314.52(b})]. Subsequently, the applicant must submit
documentation that the patent holder(s} received the notification ({21 CFR 314.32(¢)].

x_ 21 CFR 314.50(1)(1){(ii): No relevant patents.
21 CFR 314.50(i)(1)(iii): The patent on the listed drug is a method of use patent and the labeling
for the drug product for which the applicant is seeking approval does not include any indications
that are covered by the use patent. Applicant must provide a statement that the method of use
patent does not claim any of the proposed indications.
21 CFR 314.50(i)(3): Statement that applicant has a licenging agreement with the patent owner
(must also submit certification under 21 CFR 314 30(1){1)(i}(A)(4)} above.)
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Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.

¢  Did the applicant:

s Identify which parts of the application rely on information the applicant does not own or to which
the applicant does not have a right of reference?
YES

* Submit a statement as to whether the listed drug(s) tdentified has received a period of marketing
exclusivity?

YES

*  Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the
listed drug?
YES

¢ Certify that it is secking approval only for a new indication and not for the indications approved
for the listed drug if the listed drug has patent protection for the approved indications and the
applicant is requesting only the new indication (21 CFR 314.54(a)(1)(iv).?
N/A

¢ Ifthe (b)(2) applicant is requesting exclusivity, did the applicant submit the following information
required by 21 CFR 314.50(3)(4):

+ Certification that each of the investigations included meets the definition of "new clinical
investigation" as set forth at 314.108(a).
YES

» A list of all published studies or publicly available reports that are relevant to the conditions for
which the applicant is seeking approval.
YES

s EITHER
The number of the applicant's IND under which the studies essential to approval were conducted.

IND # 55,974

NO
OR

A certification that it provided substantial support of the clinical investigation(s) essential to
approval if it was not the sponsor of the IND under which those clinical studies were conducted?

N/A

s Has the Director, Div. of Regulatory Policy I, HFD-007, been notified of the existence of the (b}(2) application?
YES, contacted James Cross and Kim Colangelo on 3-25-04.
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MINUTES OF FILING MEETING

DATE: May 7, 2004 TIME: 12:00 PM ROOM: B
NDA: 21-660 DRUG: Abraxane (nab paclitaxel for injectable suspension)
BACKGROUND:

American Bioscience has submitted an electronic rolling NDA for Abraxane (nab

paclitaxel for injectable suspension) for

. The

pharmacology and chemnistry sections were submitted on June 30, 2003. The final piece

(clinical} was submitted on March 4, 2004.
- ATTENDEES:

Ramzi Dagher, M.D., Medical Team Leader

Nancy Scher, M.D., Medical Reviewer

Peiling Yang, Ph.D., Statistical Reviewer

Brian Booth, Ph.D., Acting Btopharmaceutics Team Leader
Angela Men, Ph.D_, Biopharmaceutics Reviewer

Yung Ao Hsieh, Ph.D., Chemistry Reviewer

ASSIGNED REVIEWERS:

Discipline Reviewer

Medical: Nancy Scher, M.DD.
Statistical: Peiling Yang, M.D.
Pharmacology: Margaret Brower, Ph.D.
Chemistry: Yung Ao Hsich, Ph.D.
Biopharmaceutical: Angela Men, Ph.D.
Microbiclogy: Stephen Langille, Ph.D,
DSI: David Gan, M.D.

Regulatory Project Management:  Sheila Ryan, Pharm.D.

Per reviewers, are all parts in English or English translation?
If no, explain:

CLINICAL FILE X

» (linical site inspection needed:

e Advisory Committee Meeting needed?

Team Leader

Ramzi Dagher, M.D.
Rajeshwari Sridhara, Ph.D.
John Leighton, Ph.D.
Rebecca Wood, Ph.D.
Brian Booth, Ph.DD.

Peter Cooney, Ph.D.

YES

REFUSE TO FILE
YES

NO




NDA 21-660

CLINICAL MICROBIOLOGY FILE X
STATISTICS FILE X
BIOPHARMACEUTICS FILE X
PHARMACOLOGY FILE X
CHEMISTRY FILE X

Page 2

e If the application is affected by the AIP, has the division made a recommendation
regarding whether or not an exception to the AIP should be granted to permit review
based on medical necessity or public health significance?

e [Establishment(s) ready for inspection?
= Microbiology

N/A
REFUSE TO FILE
REFUSETOFILE
REFUSETOFILE

REFUSE TO FILE

REFUSE TO FILE

YES
YES

ELECTRONIC SUBMISSION: Initially, the final submission could not be loaded into the
EDR, because the tape that the sponsor submitted was not readable. All issues have been
resolved as of March 19, 2004.

REGULATORY CONCLUSIONS/DEFICIENCIES:

]><

This application is unsuitable for filing. Explain why:

application appears to be suitable for filing.

X No filing issues have been identified.

The application, on its face, appears to be well organized and indexed. The

Filing issues to be communicated by Day 74. List (optional):

OTHER DISCUSSION:

|
2
3
4.
5.
6
7
3
9
1

0.

Identified patient consultant as o
Nancy to identify breast cancer consultant(s).
[>SI memo: Nancy to pick sites for inspection.
Secure email: Established

Target Date for completion: prior to Christmas
EA and EER: Yung Ao will complete.

DDMAC, tradename, and ODS: Sheila will complete.
. Generic name consult: pending.

Radiologist: Dr  —. , clearance pending
Microbiology review will be done shortly.
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11. Imaging Update: The sponsor is willing to establish remote access to allow the review
team to view imaging database. However, the logistics still need to be worked out. A
teleconference will be scheduled to work out logistics ASAP. Additional training will
still be needed in the future.

12. Schedule first team meeting in 6 weeks. Timelines to be established at this meeting.

ACTION ITEMS:
1. Sheila to start clearance of patient consultant. Pending: with Joann Minor as of 5-7-
04.
2. Nancy to wdentify breast cancer consultant. Completed: Dr. — unavailable.

Dr. Edith Perez perding SGE approval 5-14-04.
3. Nancy to identify sites for clinical inspection and Sheila to draft/circulate memo.
Completed: memo sent to DSI, 5-11-04,
Yung Ao to complete EA and EER consults.
Sheila to complete DDMAC consult: Completed: 5-10-04.
Sheila to complete ODS and tradename consults.
Sheila to complete acknowledgement letter. Completed: sent to sponsor, 5-7-04.
Sheila to draft FG letter. Completed: final sign off and sent to sponsor, 5-7-04.
Sheila to schedule teleconference with sponsor regarding remote access to imaging
database. Done: scheduled for 5-17-04 at 4 pm in B.
10. Sheila to schedule first team meeting. Completed: scheduled for 6-23-04 at 3 pm in B.

000 oL A

Sheila Ryan, Pharm.D.
Regulatory Project Manager, HFD-150
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MEETING MINUTES

MEETING DATE: Nov. 21,2003 TIME: 2:30 LOCATION: G

IND/NDA: 55,974/NDA 21-660 Meeting Request Submission Date: 10-1-03
FDA Response Date: 10-03-03
Briefing Document Submission Date: 10-20-03

DRUG: Abraxane (nab-paclitaxel for inj. susp.) INDICATION: —
SPONSOR: American BioScience, Inc. TYPE of MEETING: pre-NDA

FDA PARTICIPANTS: Richard Pazdur, M.D. Dir., DODP
Ramzi Dagher, M.D)., Medical Team Leader, DODP
Patricia Cortazar, M., Medical Officer, DODP
Rebecca Wood, Ph.D., Chemistry Team Leader, DODP
Yung-Ao Hsieh, Ph.D., Chemistry Reviewer, DODP
Margaret Brower, Ph.D., Pharmacologist, DODP

Atik Rahman, Ph.D., Clin. Phar./Biopharm. Team Leader, DODP
Sophia Abraham, Ph.D., Clin. Pharm. Reviewer, DODP (pre-mtg)

Ning Li, Ph.D., Acting Stat. Team Leader, DODP
Raji Sridhara, Ph.D., Statistician, DODP (pre-mtg)
Roswitha Kelly, M.S., Statistician

Dotti Pease for Sheila Ryan, Project Manager, DODP

SPONSOR: Mitchall Clark, VP Reg. Affairs, American BioScience, Inc. (ABI)
Patrick Soon Shiong, M.D., CEO, ABI
Michael Hawkins, M.D., Medical Dir., ABI
N. Dat, Ph.D., VP Clinical Operations, ABI
Neil Desai, Ph.D., VP Res. and Dev., ABI
Paul Bhar, Statistician

MEETING OBJECTIVES: Discuss sponsor’s questions re: upcoming NDA clinical

submission

BACKGROUND: The pharmacology/toxicology portion of this rolling NDA was submitted
on June 30, 2003; the chemistry/manufacturing/controls on August 21, 2003. This meeting was

scheduled to discuss the clinical submission scheduled for December/January.

FDA’s responses to the questions were faxed to the sponsor on November 20. [talics indicate

the discussion at the meeting.




Abraxane pre-NDA Meeting November 21, 2003
Page 2

QUESTIONS for DISCUSSION with FDA RESPONSE and DECISIONS
REACHED:

Clinical

1) Analysis of the efficacy data from the Phase 3 randomized clinical study (Protocol CA012-0,

2)

ATTACHMENT 3) was performed in accordance with the Statistical Analysis Plan (SAP)
provided in ATTACHMENT 4. The results for target lesion response rates and time to
tumor progression showed statistical non-inferiority, as well as superiority of ABRAXANE
compared to Taxol (ATTACHMENT 35,Tabie 6, 7, 8, and 11.) Assuming FDA concurs with
the data following its review of the NDA, please confirm that we have achieved our efficacy
endpoint for response.

FDA Response: This will be a review issue. The following concerns should be noted :

The basis for review is a single unblinded trial evaluating response rate, a surrogate
endpoint for efficacy. For a single trial to be the primary basis of approval, results
must be robust and compelling ecven after a rigorous examination of trial design, trial
conduct, and data quality.

We note that the response rate observed in the Taxol arm (11.1% with CI 7-15.22) is
significantly lower than that expected based on prior clinical experience (30%).
Therefore, the characteristics of the patient population in relation to the proposed
indication will need to be carefully evaluated, and the study arms need to be carefully
evaluated to assure that randomization was successful in balancing important
prognostic factors.

We also note that approximately 38% of patients had an initial histology reported as
‘other’. Please provide more detail regarding the histologic diagnosis for these patients
as part of the NDA submission.

Sponsor - we will address these in the submission. The histologies were primarily
infiltrating and ductal carcinoma and adenocarcinoma. Reconciled target lesion response
rate Is not a relevant statistic when compared to other studies in the literature.

Sponsor - The investigator overall responses were comparable to that reported in the
literature (see altached table).

FDA - we would like an analysis of the prognostic factors by couniry.
The clinical database was locked in September 2003. Only limited survival data is therefore
available. ABI proposes to update the proposed labeling with survival data during the

labeling review. Please concur.

FDA Response: Evaluation of survival data will be a component of the review process.
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3)

4)

We agree that survival data should be updated during the review process.

Provided in ATTACHMENT 5, Section 3 is an overall analysis of safety data from the Phase
II1 clinical study (Protocol CA012-0). Assuming FDA agrees with the data following its
review of the NDA, please concur that based on the above considerations, the results meet
the requirement to demonstrate that ABRAXANE is not more toxic than Taxol.

FDA Response: This is a review issue, but FDA does not generally make generalizations
about one drug being more or less toxic than another. The toxicities observed in the
individual study arms will be described.

Sensory peripheral neuropathy is a well recognized, cumulative toxicity to taxanes, as
described in the Taxol Package Insert (ATTACHMENT 6) and the results from CALGB
study 9342 (ATTACHMENT 7), and Mamounis ct. al. (ATTACHMENT 8). While the
incidence of sensory peripheral neuropathy was higher in the Abraxane arm, the toxicity was
qualitatively similar to that seen with Taxol. Sensory peripheral neuropathy was safely

- managed without the development of grade 4 toxicity using standard treatment guidelines

(i.e. dose interruption and reduction). Based on these results, we propose tt = —

p————

ye

Please concur.

FDA Response: FDA comments on the specifics of labeling will be determined after
detailed review of the data.

ABI believes that it has achieved its protocol- defined endpoints, and that the results
demonstrate a meaningful benefit of ABRAXANE over Taxol. Further, although the phase 3
study did not compare ABRAXANE with Taxotere® we believe that the safety profile 1s
improved over that described in Taxotere’s package insert (ATTACHMENT 9).

Do the results justify an accelerated review of the NDA for ABRAXANE when filed?
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6)

7

Further, does the Agency have resources and time available to initiate the review of Items 4
and 5 of the NDA which were pre-submitted along with user fees in June 20037 The sponsor
anticipates that the full NDA will be submitted in Late January/early February 2004,

FDA Response: The decision regarding standard versus priority review will be made at
the time of NDA submission.

We believe that the results of the phase 3 clinical study described in this package of
information, along with results from two previously reported phase 2 studies of
ABRAXANE support the conclusion that ABRAXANE will provide a benefit compared to
existing second-line treatments for MBC. Based on the pre-planned statistical analysis (a
copy of the statistical analysis plan is provided in ATTACHMENT 4) ABI has demonstrated
superiority of ABRAXANE over Taxol in response rates for first and second-line treatment
of MBC. Therefore.

I
s

/

/

At a March 19, 2003 meeting with the FDA, the Division requested that we provide tumor
images from patients who responded to treatment in the phase 3 study (protocol CA012-0).
Provided in ATTACHMENT 11 is a compact disc containing sample images from three
responding patients, along with print-outs of the images. Each file name identifies the site,
and patient number. Each image is bookmarked for its week of assessment.

a. Please advise us if these images are acceptable with regard to image quality and
umage identification.

b. In which section of the NDA do you wish us to provide these images?

c. Are the filc names and bookmarks acceptable to facilitate navigation?
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FDA Response: Image quality and image identification appear to be appropriate.

FDA needs to verify the response rates on both study arms. Because this is a
comparative study, this will involve evaluating not only responders (especially in the
ABRAXANE arm) but also the non-responders (especially in the TAXOL arm). This
may require submission of all radiologic studies for all patients. We suggest additional
discussions between ABI and FDA regarding how FDA can verify your response rate
findings.

Labeling

1) ABI understands that proposed proprietary and non-proprietary names undergo a formal
evaluation by the Agency at the time of NDA submission. However, the sponsor wishes
to introduce its preferred names in scientific communications prior to the launch of the
drug product. Within the limits of this communication with the Division, and
understanding that any opinion offered by the Agency is not binding at this time, can the
Agency offer informal comments on the acceptability of:

ABRAXANE™ as the trade name, and

/

Will the Agency accept a formal approach for a review of the acceptability of the names
prior to the filing of the full NDA?

FDA Response: An initial review of the name can be done now to provide feedback
of generic and tradename prior to filing the full NDA., We have forwarded this
consult to our tradename review group. Please note that this review is not final and
we can not give a final answer on acceptability of names at this time. An additional
final tradename review will be done 90 days prior to the action date of the NDA.
Use of your tradename publicly at this point may result in confusion should you
have to change it before marketing.

Pharmacokinetics

1) The phase 3 study required that 12 patients receiving ABRAXANE be evaluated for
blood, urine, and fecal levels of paclitaxel and metabolites. The blood and urine assay
methods for paclitaxel and metabolites were fully validated. Feces sample collection was
complicated by a number of patients suffering from constipation. In addition, despite
reasonable efforts on the part of ABI, it was not practical to fully validate the fecal assay
methods for paclitaxel as well as metabolites due to limited availability of standards.
This resulted in a large vanation in the percent of total dose recovered from feces.
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For completeness we propose to present blood, urine, and fecal data in the NDA, but will
provide an explanation for why we believe the fecal assay data are unreliable. We wiil
report only blood and urine data in the package insert.

Please concur.

FDA Response: Inclusion in the NDA your explanation for why you believe that the
fecal assay data are unreliable is acceptable. We expect fully validated assay
methods for all biological samples as well as data from these samples (blood, urine,
and feces) in the NDA. All data from blood, urine and feces should be included in
the package insert,

The Agency expects that the disposition of paclitaxel from ABRAXANE is
completely evaluated and reported in the NDA submission.

Sponsor - we can not do a fecal assay/validation.
FDA - present what you did in the application and your proposal for labeling. We

would also review and comment on a pre-submission proposal of how to address this.
This issue will not hold up approval.

Chemistry. Manufacturing, and Controls

1)

ABRAXANE is a lyophilized form of nanoparticles of paclitaxel stabilized with human
albumin. Amertcan BioScience is preparing to qualify an alternate supplier of Human
Albumin. We also wish to qualify a source of paclitaxel which is supplied by the current
manufacturer  — -, but which is —_— .

_— (Taxus media) as is the current procedure. The Human
Albumin — will be sourced from — and is a FDA approved product. The
paclitaxel 1s from the same plant species as the current material, and has been
demonstrated analytically to be equivalent to material from —

Due to the expense of the raw materials, and their known chemical equivalence with the
currently used materials, ABI is proposing the matrix described in ATTACHMENT 12
for the drug product stability lots necessary to support a supplement to change the
source/supplier of raw materials. Please confirm that the matrix is adequate for the
manufacture of stability lots to support a supplemental NDA for the approval of the
alternate supplier of Human Albumin, and the alternate source of paclitaxel. If the
Agency does not agree with the proposed matrix, please provide guidance on the
requirements for the stability batches to support the supplemental application.

¥DA Response: The Division considers the proposed stability protocol inadequate.
As changes of sources of the paclitaxel and the human albumin are being
introduced, the sponsor should provide long-term storage data on drug product
batches described below, following the proposed testing schedule specified in
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Attachment 12:

No. of Batches | Paclitaxel Source Human Albumin
i Source

2 — ——

3

For accelerated testing, ~—  dataof — .oreachof —
-~ should bhe provided.

Additionally, Data to demonstrate the equivalency between the current source of
paclitaxel and the alternate source of paclitaxel should be submitted for review.

Additional comment on Drug Product Validation (stability) Batches:

Please specify the sources of paclitaxel and human albumin that will be used to
manufacture the drug product validation (stability) batches.

Sponsor - Both will be the current source  ——and albumin supplier.

2) Due to the limited availability of paclitaxel — , and the
known stability of Abraxane, we propose to file the NDA supplement described above
immediately upon approval of the original NDA, but with not less than six months of
stability data.

Please concur.

FDA Response: No, - data, at a minimum, should be submitted for the
NDA supplement review.

For the material available from the current source — »» how long do
you expect this material to last?
ADDITIONAL FDA COMMENTS:
PHARMACOLOGY/TOXICOLOGY
You have proposed a change in the biosource material from - Taxus Media
and a change in the human serum albumin source from — ) You will need
to demonstrate adequate assurance of equivalency for these changes, which may be based on a
pre-clinical GLP bridging study in a single species. Since peripheral neurotoxicity is

accumulative, a multiple cycle study would be preferred.

Sponsor - will do brideing study.
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ACTION ITEMS:

Sponsor will include in the clinical pharmacology submission an explanation of what was done
lo develop a fecal assay and why it did not work.

Sponsor will submit a proposal for expanded access before beginning such a program.

A bridging study will be provided when the biosource is changed.

Concurrence Chair:signed off via email/12-1-03
Dott1 Pease Patricia Cortazar, M.D.
Chief, Project Management Staff Medical Officer

Attachment: Sponsor presentation (4 pages)
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CA012 Study Results

In this Phase lll trial ABI-007 had significant advantages over Taxol as treatment for
metastatic breast cancer

» 30 min infusion with no prophylactic steroid premedication
» No severe hypersensitivity reactions
» Higher Overall Response Rate and Longer Time to Tumor Progression

> Greater Antitumor Activity whether analyzed using Investigator, Independent
radiology review or Reconciled data sets

= All treated patients
= First line patients

= Patients with prior anthracycline exposure

> Less neutropenia despite higher dose of paclitaxel

» More rapid recovery makes peripheral neuropathy easier to manage




Investigator Response Rates (ORR) for CA012

ABI-007 TAXOL P value

-n=229 N=225

All Patients 33% 19% <0.001
(27-39) (14-24)
Anthracycline N=115 N=130

exposed 27% 14% 0.011
(Metastatic) (19-35) (8-20)
N=97 N=89

First Line 42% 27% 0.029
(32-52) (18-36)
Anthracycline N=176 N=175

exposed (Adj or 34% 18% 0.002
Meta) (27-41) (13-24)
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1,00 -
ABI-007 (n=219)
— — - Taxol (n=214)
+ Cenzored
P=0.029
2,75 -
3.5¢ Median: 16.1 weeks Median: 21.9 weeks
T
125 - ]1%— —’#*_l
™ l
Hlo — — — e
7.08 A
i ] f ] ] | | | | | [
D 1 2 3 5 £ 7 8 a 10 11 12

Time to Pragrassian (Manths)

1.00

D.73

0.50

0.25

0.00




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Patricia Cortazar
12/15/03 03:23:28 PM




7 _Page(s) Withheld

§ 552(b)(4) Trade Secret / Confidential

/ § 552(b)(5) Deliberative Process

§ 552(b)(5) Draft Labeling




MEETING MINUTES
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SPONSOR: American BioScience, Inc.
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To discuss and receive guidance prior to submitting NDA.
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BACKGROUND:

ABI-007 is nanoparticle cremophor-free formulation of paclitaxel. As such, if is considered a
505(b)(2) application since FDA will rely, in some part, on the approved Taxol paclitaxel
application; however, the clinical studies are only being done in metastatic breast cancer and this
will be the only ABI-007 indication. Meetings were previously held with the sponsor on February 5,
February 6, and May 3, 2001. Sponsor proposes to submit their NDA electronically as a Rolling
Submission with the CMC/pre-clinical sections coming in the 2nd quarter of 2003 and the
clinical/biopharmaceutics portions in the 3rd quarter. This meeting was scheduied to address
specific cross-discipline questions from the sponsor. FDA responses were faxed to the sponsor on 3-
12-03 and sponsor elected to have the face-to-face meeting for clarification of several of the
responses. Meeting discussion is indicated by italics.

COMMENTS FOR DISCUSSION AND FDA RESPONSES:

1. The sponsor will provide the following information as hard copy documents in addition to electronic
PDF files in the electronic submission.

Certifications bearing Original signature
cGMP certificates (Originals)

Debarment Certificates (Criginal)

Field Copy Certification (Originals)

OVI Certifications (Originals)

Environmental Assessment Waiver (Original)
Patent Certification (Originals)

Patent information (Originals)

User Fee Cover Sheet (Originals)

Financial Disclosures (Copies, originals to be maintained by ABI)
Form FDA 356h

Does the FDA agree that paper copies of other sections of the application (e.g. analytical methods)
will not be required?

FDA Response: Yes. Also, we request 4 paper copies of the clinical study report (without
appendices) and pivotal and supporting pre-clinical study text (not including detailed tables or
individual data).

2. Financial disclosures will be provided for principle and sub-investigators for the following covered
completed clintcal study:

CAQ012 (Controlled Phase Il comparative study of ABI-007 and Taxol)

Financial Disclosures will not be provided in the submission for all other phase 1 and 1I studies
because, under the Agency’s definition of covered clinical studies, they generally do not include
phase I tolerance studies or pharmacokinetics studies, most clinical pharmacology studies, large

open label safety studies conducted at multiple sites, treatment protocols and parallel track protocols.

ABI proposes therefore that the following studies are not ‘covered clinical studies’ under the
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Agency’s definition:

DM97-123 (Phase I tolerance and pharmacokinetics study).

CA005-0 (ongoing Phase I tolerance and phanmacokinetics study in patients with solid tumors —
weekly dosing scheduie)

CA002-0 (open label, Phase II safety and initial efficacy study in metastatic breast cancer)
CAO002-0LD (open label, Phase Il safety and initial efficacy study in metastatic breast cancer)
CAO013-0 (Weekly dosing, Phase Il safety and initial efficacy study in patients who have failed
taxane treatment for metastatic breast cancer)

/
/
/

Does the FDA agree that Financial Disclosures for investigators participating in the studies listed
above will not be required?

FDA Response: No; you will need financial disclosure information for studies CA002-0 and
CA002-OLD. You may wish to contact Lee Ripper (301, 827-5920), Associate Director for
Regulatory Affairs, Office of Drug Evaluation I1, for confirmation.

3. Provided in Attachment 3 is an overview of the status of all open and closed clinical studies of ABI-
007.

Data Analysis Plans

On December 9, 2002, ABI submitted the Statistical Analysis Plan (SAP) (Serial #198) for the
analysis of the safety and efficacy data from Phase I1I protocol CA012-0. A copy of Protocol
CAO012-0 is provided in Attachment 4. A copy of the SAP is provided in Attachment 5.

Provided in Attachments 6 and 7 are the SAPs for Phase I clinical studies CA002-0LD and CA002-
0 respectively.

Provided in Attachments 8 and 9 are outlines for the ISS and ISE. These plans have been written
following the principles agreed with the FDA during meetings and exchange of correspondence in
2001.

Does the FDA agree with the plans for analysis and data presentation described in these documents?

FDA Response: We have previously conveyed statistical comments to Protocol CA012-0
Statistical Analysis Plan. Outlines for ISS and ISE appear to be adequate. As previously
discussed with the Sponsor, an essential element of the 505(b)(2) submission is that ABI007
study population should be similar to the one for Taxol’s approved metastatic breast cancer
indication. Therefore, it is important to document that the patient population from the Phase
3 trial CA012-0 have failed combination chemotherapy for metastatic breast cancer or relapse
within 6 months of adjuvant chemotherapy. Previous chemotherapy should have included an
anthracycline unless contraindicated. The NDA submission should include the following
information:

¢ Detailed previous chemotherapy for metastatic breast cancer

¢ Detailed previous chemotherapy for adjuvant breast cancer
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¢ If no previous therapy for metastatic breast cancer include data on time to relapse after
adjuvant therapy or if patient relapse while receiving adjuvant chemotherapy.
¢ If patients did not have previous anthracycline, indicate reason why not.

Sponsor wanted clarification that 100 patients/arm on anthracyclines would be adequate.

FDA’s response was that it probably would be adegquate, assuming the two patient
populations were similar enough. We agreed that the asymptotic confindence interval (CI)
was likely to be valid for pA/pT given the sample size of 460 patients.

4. Provided in the Statistical Analysis Plans are examples of tables and listings to support the
application. Does the FDA concur with our choice and presentation of the data?

FDA Response: Listings appear to be adequate. However, tables should include Taxol arm. It
will be helpful if we can take a look at 2 sample of the data sets before the NDA submission.
Submission of all primary data sets in a usable format is a critical element of the electronic

submission.

5. Provided is a listing of the clinical studies conducted to date, and our proposal for the order of
presentation in ftem 8, ClinStat. All study reports will be presented in the format described in ICH
(E2B (M)) Harmonized Tripartite Guideline (E3) - Structure and Content of Clinical Study Reports.
Synopses will be written as described in Guidance for Industry, Submission of Abbreviated Reports
and Synopses in Support of Marketing Applications (August 1999). Does the FDA concur with the

proposed order of presentation?
FDA Response: Order of presentation is acceptable.

6. Assuming that the order and means (full study reports and synopses) of reporting the clinical study
data as described above are acceptable, ABI proposes to provide the information described in
Attachment 10 (regarding safety and efficacy studies) and Attachment 11 (regarding human
pharmacokinetics studies) of this information package to support each study. Does the FDA agree

with this proposal?

EFDA Response: Yes,

7. ABI proposes not to include a folder for ‘patient profiles’ in the ClinStat folder. The individual %
patient data that arc usually contained in this folder will be available in the data sets in Item 11 (Case o =3
Report Tabulations) for the completed studies and will be available as SAS transport files for =9
retrieval by the reviewer as well as in various data listings of the study reports. Creation of ‘patient g c:g
profiles” will require a considerable use of resources to present information, which as described, is & —4
eastly accessible within the clectronic submission. Does the FDA agree with this proposal? = 3,5

R a s
FDA Response: Yes. x>
P -

8. Ome phase I/l clinical study (DM97-123), two supportive phase I studies (CA002, CA002-0LD),
and one controlled phase I clinical study (CAQ12-0) will be included in the NDA as direct support
i al 1 1 b 1 it = il = WIS B W & e 1 Ml Wl 5% L 2 4l 1 i
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10.

1.

12.

of submission. Are Case Report Forms required for any patients who died or dropped out of study
because of serious adverse events other than in studies DM97-123, CA002, CA002-0LD, and
CA012-07

EDA Response: At the time of the NDA submission you do not need to send CRFs from
additional studies. However, you should be ready to submit additional information including
CRFs from the other studies if during the NDA review we find it necessary.

Will additional CRFs be required for patients in the Phase Il Study CA012-0) to support the review
process other than those who have died or dropped-out of the study because of serious adverse
events?

FDA Response: Please submit narratives, CRFs and CRTs from:

* All patients who died during the study or within 30 days after the last dose of study
drug or whose death was related to study drug. deaths and adverse events for our
review.

* All patients with serious adverse events during the study or within 30 days after the last
dose, regardless of relationship to study drug.

o Patients withdrawn from the study due to adverse events

Please submit CRFs from all responders.

We would like to discuss with you the possibility of obtaining selected x-rays to aid us in
evaluating response,

FDA clarified that we would probably like to see the x-rays for responders in order to confirm
response rate. Sponsor has them available digitally in the same format as the Xeloda x-rays
were submitted.

All case report domains wiil be provided as SAS data sets. Is it sufficient to provide SAS data sets
that cover all data presented in the data listings proposed in the SAPs (Attachments 5, 6, and 7)?

FDA Response: Yes. Please include SAS raw and analysis data sets.

The efficacy assessment performed by the investigators will be confirmed by an independent group,
with the readers being blinded to study drug treatment. A detailed summary of the methodology for
lesion response analysis is provided in Attachment 12 of this information package. Does the Agency
have any comments on the planned methodology for the evaluation of lesion response?

FDA Response: Response rate should include only complete and partial responsc in both the
ABI-007 and Taxol treated arms.

Safety data will be evaluated in a similar manner to that used by Bristol Myers Squibb (BMS) to
support their approval of Taxol for the treatment of metastatic breast cancer. Specifically, data from
each treatment arm from the first cycle and the worst cycle of chemotherapy for each type of toxicity
will be compared. Cochran-Mantel-Haenszel (CMH) Test will be used to compare AE severity
grade of relevant AEs. Toxicities that are statistically significantly different will be reviewed for
clinical relevance and significance.
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13

14.

15.

16.

APPEARS THIS WAY
ON ORIGINAL

be a clinical judgment based on these comparative analyses and clinical significance of the adverse
events. A summary of the methodology for safety evaluation is provided in Attachment § of this
meeting package. The method of safety data collection is described in Attachment 13. Does the
Agency have any comments on the proposed analysis of safety data?

FDA Response: The proposed analysis provided in Attachment 8 and 13 appears to be
acceptable.

. ABI intends to file the NDA with = -— , of accelerated stability data (40°Cx2°C/75%+5%RH) on

— ots of finished product. In addition, supportive data on batches of drug product used in clinical
lots will also be provided. These data, which will also be included in the application, show that the
product is stable forupto  — when stored at room temperature. We anticipate, based on
available data that the product will be stable for in excess of — . Does the FIDA concur that
the initial NDA may be filed with — . of accelerated and room temperature stability data?

FDA Response: Yes, the initial NDA may be filed witl — of accelerated and room
temperature stability data. However, we wish to remind you that the shelf life is established
based on the quality and quantity of the stability data of the drug preduct under the
recommended long-term storage conditions. The batches should be of the same formulation
and dosage form in the container/closure system proposed for marketing. —
batches should be at least pilot scale (Please refer to Guideline for Industry: Stability Testing
of New Drug Substances and Products, ICH — Q1A, September, 1994).

The labeling will recommend that reconstituted ABI-007 be used immediately. However, we have
generated data which demonstrates that the product remains stable for up to 8 hours after
reconstitution with 0.9% Sodium Chloride Injection, USP. In order to provide sufficient time for use
should there be an unavoidable delay in administering the drug to the patient, we propose to also
recommend that if it is not possible to use immediately, the reconstituted drug product may be stored
in the refrigerator at 2 —- 8°C for up to 8 hours. Is this an acceptable instruction when supported by
data showing physical and chemical stability under these conditions?

FDA Response: Yes.

May ABI file the CMC Item (Item 4) in advance of the final complete Application? It is anticipated
that Item 4, containing —~_  of accelerated stability data will be complete in April/May 2003.

FDA Response: Yes, we accept pre-submissions. Whether the pre-submission will be reviewed
depends on our workleads and time available,

As recommended by the Agency in a meeting held in February 2001, ABI is seeking approval for
only one commercial supplier of active pharmaceutical ingredient ( — . Chemistry,
Manufacturing, and Controls information will be provided by reference to  —  Type I DMF for
paclitaxel. During early clinical development {up to phase II clinical trials), two other manufacturers

—— , supplied ABI with paclitaxel. A table identifying the API source used in
each clinical trial to be presented in the NDA is provided in Attachment 14. ABI proposes to
identify these suppliers (Names and Addresses will be provided) in the NDA, and will provide
comparative test data for the API and the finished product lots used in all pre-clinical and clinical
trials. These data show that the materials are of comparable quality. Will further irnfformation on the
suppliers and drug substance from — be required in the NDA?
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FDA Response: (Pharm/Tox) In order to justify your statement of biesource comparability,
please provide comparative individual impurity and degradation specification for the .__
_ and natural biosource paclitaxel used in pivetal and
supportive clinical and pre-clinical studies with ABI-007 from —
suppliers. In addition, please provide specification comparison

of ABI-007 and Taxol for pivotal and supportive studies, as well as a list of the biosource used
for all pre-clinical and clinical studies. Please refer to our concerns regarding comparability in
meetings and documentation from 2001 and 2002 (facsimile of 7/29/02).
APP/ABI data may be acceptable if these data specifically address the items listed in response to
this question, namely:

a. comparative individual impurity specification for —

and natural biosourse paclitaxel from differing suppliers
b. Biosourse used for all preclinical and clinical studies

(Chemistry) Paclitaxel batches obtained from different sources exhibit somewhat different
impurity profiles —

— . We will not be able to comment on this question before
infermation and data supporting the equivalency of paclitaxel batches from
(natural source), T — ) _are

submitted and reviewed.

Sponsor requested confirmation that this could be satisfied by providing specifications and test data
Jor ABI-007 and certificates of analysis for Taxol. FDA concurred with this clarification:

The impurity profie of paclitaxel isolated from one source is considered equivalent to the
paclitaxel obtained from another source when the test data demonstrate that:
a. Nonew — .mpurities are observed at or above the threshold. This is defined as 0.1%
Jor qualification of impurities as described in the ICH guidance (3 A.
b. Existing impurities, including residual solvents, are within the stated limits or (if not
specified} are at or below the upper statistical limit of historical data.
c. Total impurities are within the stated limits or (if not specified) are at or below the upper
statistical limit of historical data.

17. Provided in Attachment 14 is a brief overview of pertinent information relevant to the understanding
of important aspects of the chemistry, manufacturing, and control of ABI-007. Also provided in
Attachment 15 is a detailed list of the specific documents to be included in the NDA. Does the
Agency have any concerns or advice relative to the specific content of the CMC section of the
NDA?

FDA Response: We will not be able to comment on content until detailed information and data
are submitted and reviewed.

18. Albumin Human, USP used in the manufacture of the ABI-007 drug product is commerciatly
available finished product manufactured by - Although the albumin is used as an
excipient, it was discussed in our February 2001 end of phase II with the Agency that more technical
information will be required in the NDA than is typically used to support the use of a “standard’

&
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ABI will therefore provide full chemistry, manufacturing, and controls information in the NDA by
providing information on the source plasma obtained from  — Master file, and by
permission from -~ to cross-refer to their approved BLA for Albumin Human, USP. Test data
from the drug manufacturer, APP will also be provided.

Will this information will suffice to support the NDA for ABI-007? If not, please advise what
additional information will be required.

FDA Response: (Pharm/Tox) Please indicate ratios of Human Albumin to paclitaxel in non-
clinical and clinical studies by study number.

(Chemistry) Yes. This information supports the use of the Albumin Human, USP in the
proposed formulation of the drug product.

19. An outline of the overall content and organization of the 505(b){(2) NDA is suimmarized in
Attachment 15. Does the Agency have any comments on the proposed content of the submission?

FDA Response: (Clinical) The proposed NDA format and content provided in Attachment 15
appear to be acceptable.

(Bioph.) The contents of the Human Pharmacelogy/Bioavailability/Bioequivalency section
{Studies DM97-123 and CA012-0) appears adequate, however, you also should address the
following issues in your anticipated NDA submission.

a. Pharmacokinetic information on the use of ABI-007 in the target patient population
(patients with metastatic breast cancer) at the proposed labeling dosing regimen (260
mg/m2 every 3 weeks). Please confirm that you will submit the pharmacokinetic study
report from your Phase 3 Study CA012-0 in the NDA. Sponsor confirmed this.

b. Comparative pharmacokinetic information on paclitaxel administered as ABI1-007 and
Taxol® from your proposed Study CA008-0. We recommend that you submit Study
CA008-0 in your NDA.

This study was not performed as FDA had told ABI that it would not be required in the 5-3-
01 meeting.

FDA had stated that the study might not be required for filing, but the study was still
recommended, FDA explained that this study would support much of the clinical
pharmacology section of the labeling; if the pk of ABI-007 is very similar to that of Taxol,
then the labeling could be borrowed from the Taxol package insert. If the pk is not
similar, additional studies might be indicated for ABI-007. This study should be in at least
15 patients and may be a parallel or crossover design of 260 mg or 175 mg ABI-007 (30
minute infusion) vs. 175 mg Taxol (3 hours infusion). Diagnosis for the patients is not an
issue. The source for the data can be taken from plasma samples alone.

¢. Information on the use of ABI-007 in special populations such as elderly, renally
impaired patients, and hepatically impaired patients. Sponsor is not planning to do these
special population studies but to use the wording from Taxol's labeling. FDA concurred
with the qualification that the pk study described above demonstrated that ABI-007 and
Taxol have similar pharmacokinetics. For elderly patients, FDA concurred that data
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20.

21.

22,

23.

obtained from Phase 3 trials with 60 patients over 65 years of age would be sufficient.
FDA wants efficacy and toxicity analysis in these patients.

d. Information on possible drug-drug interactions between ABI-007 and commonly
administered co-mediations in patients with metastatic breast cancer. Same sponsor
clarification as “c.”

How does the Agency wish ABI to provide the word processing version of the labeling text? Please
advise us of the word processing format and version currently being used by the Center,

FDA Response: We are currently using Word 97. Proposed draft labeling should be
submitted in Word as well as PDF for the electronic submission. You should provide a
statement that these two versions are exactly the same.

American BioScience, Inc has conducted phase I, II, and I clinical studies to support the safety and
efficacy of ABI-007, and to define the pharmacokinetics of the product. There will therefore be
extensive differences in text between the labeling for ABI-007 and that of the Reference Listed
Drug. Does the FDA agree that a side-by-side comparison with the reference listed drug (Taxol)
labeling will not be required?

FDA Response: (Clinical/Bioph) We strongly recommend you have a side by side comparison
of ABI 007 and Taxol for efficacy and safety.

Because paclitaxel is not a new drug substance, and because it is a potent agent for the treatment of
non-hematological cancers, it is not appropriate or necessary to conduct human pharmacology and
pharmmacokinetics studies in volunteers. ABI has however performed pharmacokinetics studies in
patients enrolled into Phase /Il {DM97-123) and a Phase IIT (CA012-0) safety and/or safety and
efficacy studies.  In accordance with the guideline for providing regulatory submissions in
electronic format, the Summary of Human Pharmacology and Bioavailability/bioequivalence,
Assays, and Publications will be included in the hpbio folder. However, rather than providing the
separate study reports in this folder we will provide hyperlinks to the full clinical study reports in
Item 8 which contain the individual reports of the pharmacokinetics portions of these studies. Does
the FDA agree with this proposal?

FDA Response: This proposal is acceptable.

It is anticipated that Item 5 will be complete in April 2003. Provided in Attachment 15 is an
overview of the proposed organization of the NDA, including Item 5. Also provided, in Attachment
16 is a table summarizing in more detail the studies that will be presented in the non-clinical section
(Item 5) of the submission. May ABI file the Non-Clinical Item (Item 5) in advance of the final
complete application? Does the Agency have any specific requirements or questions concerning this
Item which may assist in the review of the application?

FDA Response: (Clin.} Yes, you can pre-submit Item 5. We currently do not have any
questions concerning this Item. Sponsor confirmed that Study NP0O1 1106 will be included in the
NDA.
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(Pharm/Tox) In 2001 and 2002, we indicated that pharmacokinetic equivalence should be
demonstrated in animals between paclitaxel sources, and if pharmacokinetic equivalence
cannot be demonstrated, a pre-clinical bridging study would be needed in rodents comparing
the natural source paclitaxel proposed for the NDA with the S

— . sources. Your listing of ongoing pre-clinical studies, submitted in April, 2002
(serial #130) included Protocol #NP001106: Blood kinetics study on three formulations of ABI-
007 following a single intravenous dose in the rat at 50 mg/kg. This study does not appear to be
included in your overview of non-clinical studies included in Attachment 16 of the current
submission. In addition, a pre-clinical bridging study does not appear to have been conducted.
Please indicate if these studies have been completed. Sponsor will be conducting the
bioequivalence study in rats to demonstrate the BE of drug product from each paclitaxel source.

The non-clinical section of the NDA may be filed in advance of the complete application;
however, the section should be complete when submitted, i.e., all study reporis included.

24. Although the content and format of the proposed NDA will comply with relevant guidelines for an e-
NDA, we would like to format the Item 5 summary in the format described in the Common
Technical Document Guidelines. General feedback from the FDA suggests that this format is well
received by reviewers and is preferred to the format described in the 1987 Guidelines for the Format
and Content of the Non-clinical Pharmacology/Toxicology Section of an Application. Does the
Agency concur that the CTD format may be used for the summary document?

FDA Response: Yes, the CTD format may be used.

ACTION ITEMS:

1. Sponsor will submit a time table for rolling submissions for FDA concurrence.
2. Sponsor will consider FDA's comments when preparing the NDA.

The meeting concluded at 10:45 am.

(see appended electronic signature page) (see appended electronic signature page)

o o Concurrence chair:
Sheila Ryan Patricia Cortazar, M.D.
Project Manager Medical Officer
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